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Abbreviations

AASM American Academy of Dental Sleep 
Medicine

AHI Apnea-hypopnea index
BMI Body mass index
CGRP Calcitonin gene-related peptide
CKD Chronic kidney disease
CPAP Continuous positive airway pressure
CPH Craniofacial Pain Handbook
CT Computerized tomography scan
GERD Gastroesophageal reflux disorder
GPT-9 Glossary of Prosthodontic Terms 

Ninth Edition
HTR Hormone replacement therapy
IBS Irritable bowel syndrome
ICSD-3 International Classification of Sleep 

Disorders Third Edition
LES Lower esophageal sphincter
MA Microarousals
MRI Magnetic resonance imaging
OAT Oral appliance therapy
ODI Oxygen desaturation index
ODS Obsessive daytime sleepiness

OFPG-4 Orofacial Pain: Guidelines for Assess-
ment, Diagnosis, and Management, 
Fourth Edition

OSA Obstructive sleep apnea
PAP Positive airway pressure
PAS Posterior airway space
PGP 9.5 Protein gene product 9.5
PM Portable monitors
PSG Polysomnogram
RAAS Renin angiotensin-aldosterone system
RDI Respiratory distress index
REM Rapid eye movement
RME Rapid maxillary expansion
RMMA Rhythmic masticatory muscle 

activity
RPS Retropharyngeal space
SB Sleep-related bruxism
SP Substance P
TAD Temporary anchorage device
TCR Trigemino-cardiac reflex
TMD Temporomandibular joint disorder
TST Total sleep time
TTH Tension-type headache
VDO Vertical dimension of occlusion

8.1  Introduction

Obstructive sleep apnea (OSA) is characterized 
by episodes of oropharyngeal obstruction due to 
repetitive collapse of the oropharyngeal tissues 
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during sleep [1]. The oropharyngeal collapse is 
due to several factors. It is associated with sleep 
fragmentation, hypoxemia, hypercapnia, marked 
swings in intrathoracic pressure, increased sym-
pathetic activity, and cardiovascular complica-
tions [2]. The prevalence of OSA in the adult 
population is estimated to be between 2 and 4% 
[3, 4], with the major factors being age [5, 6], sex 
[7], and weight [8]. The Wisconsin Sleep Cohort 
Study reported the prevalence of AHI greater 
than 5 per hour among 30–60-year-old men is 
24% and women is 9% [4].

There are multiple forces that contribute to 
oropharyngeal collapse, including the elongation 
of the soft palate and uvula from the pulling 
forces that have been put on it from snoring; loss 
of vertical dimension resulting in a shortening of 
the lower 1/3rd of the face (can be due to bruxism 
resulting in attrition of teeth, clenching or extrac-
tion of teeth causing a loss in jaw support) [9]; 
increase in tongue size due to fat deposition in 
the tongue [10], which is due to weight gain [11]; 
and constriction of dental arches [12] due to 
extraction of first bicuspids when in braces and 
headgear and negative transmural pressure gradi-
ent and tissue weight.

8.2  Causes of OSA

Oropharyngeal patency depends on the balance 
between collapsing and dilating forces. The con-
traction of dilator muscles cause a stiffening of 
the oropharyngeal tissues resulting in dilation. 
However, an increase in oropharyngeal dilator 
muscle activity can still occur in patients with 
OSA during an obstructive event [13, 14]. In 
vitro studies show that dilator muscle activity and 
tension produced are higher due to OSA [15].

It has been shown that uvular stiffness is 
higher in subjects with OSA compared with non-
OSA subjects who snore [16]. Recurrent OSA 
can lead to the development of an inflammatory 
process causing histologic alterations of oropha-
ryngeal tissues, which can alter the integrity of 
the extracellular matrix and also interfere with 
the mechanical properties of soft tissues [1]. 
There are a few studies that have examined the 

inflammation of the oropharyngeal tissues in 
OSA [17] and the inflammation of the mucosa of 
the uvula [18]. The treatment with CPAP has 
become the standard of care for moderate to 
severe OSA. The primary aim of this chapter is to 
show the correlation and improvements on immu-
nologic and physiologic effects of dental sleep 
appliance therapy based on the improvements 
seen with CPAP therapy.

Obstructive sleep apnea (OSA) is the most 
common forms of sleep apnea. There are various 
forms of sleep apnea, which are obstructive, cen-
tral, and complex sleep apnea. OSA is a chronic 
clinical syndrome characterized by snoring, peri-
odic apnea (episodes of oropharyngeal collapse 
during sleep), hypoxemia during sleep, and day-
time hypersomnolence [19, 20]. OSA is prevalent 
among 4% of men and 2% of women [21]. The 
disorder is characterized by repetitive collapse 
(apnea) or partial collapse (hypopnea) of the pha-
ryngeal airway during sleep [22]. OSA is classi-
fied as cessation of breath for ≥10  s. In 2007, 
there were some changes made by the task force 
in the respiratory scoring rules. Apnea in adults is 
scored when there is a drop in airflow by ≥90% 
from normal airflow for ≥10  s. A hypopnea in 
adults is when there is a drop in airflow by ≥30% 
for more than ≥10  s in association with either 
≥3% arterial oxygen desaturation or an arousal. 
The numbers of both event types such as apnea 
and hypopneas are ultimately combined to com-
pute an apnea-hypopnea index [23]. OSA is 
defined as apnea-hypopnea index (AHI) or respi-
ratory distress index (RDI) greater than five 
events an hour and associated with symptoms 
such as excessive daytime sleepiness, impaired 
cognition, mood disorders, insomnia, hyperten-
sion, ischemic heart diseases, or history of stroke. 
The presence of respiratory efforts during these 
events suggested that they are predominantly 
obstructive [24].

There are multiple risk factors for patients 
who may be diagnosed with OSA.  Some are 
genetic factors, while others are social factors. 
Roughly 84% of all apnea sufferers are diagnosed 
with OSA [25]. Patients with OSA have a small 
pharyngeal airway which is commonly due to 
being overweight in adults and enlarged tonsils in 
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children. While a subject is sleeping, the muscles 
are relaxed and therefore causing the pharyngeal 
airway to narrow and the upper airway to col-
lapse for intervals [26].

8.3  Risk Factors

8.3.1  Obesity

Obesity is the most common risk factor of 
obstructive sleep apnea. Those who are over-
weight have a higher chance of developing symp-
toms for OSA. Obesity relates to OSA due to the 
excess fatty tissue, thickening of the walls, and 
decreased lung volume [27]. If a subject is over-
weight, the thickness of the lateral walls compro-
mises the air to pass through which may cause 
the subject to choke during sleep or have frag-
mented sleep. The thickness of the lateral walls 
can be seen in a computerized tomography (CT) 
scan or magnetic resonance imaging (MRI) scan. 
With weight increase, excess fat starts to develop 
on muscular tissue which, in return, narrows the 
airway. Obesity also contributes indirectly to 
upper airway narrowing, especially in the hypo-
tonic airway present during sleep, because lung 
volumes are markedly reduced by a combination 
of increased abdominal fat mass and the recum-
bent posture [28].

8.3.2  Narrow Airways

Narrow airways hinder the subject from breath-
ing normally during sleep, which leads to 
increased hypopnea and apneas. The primary 
factor, which can predispose to a narrow airway 
and development of OSA, can be a result of 
restriction in the size of the bony compartment 
because of the deficient craniofacial skeleton. 
The maxillary and mandibular micrognathism 
of the jaw size results in a narrow airway [27]. A 
narrowed airway causes snoring, a common 
symptom of OSA. An airway can be narrowed 
by increase of soft tissue. Enlargement of soft 
tissue structures both within and surrounding 
the airway contributes significantly to pharyn-

geal airway narrowing in most cases of OSA 
[28]. A narrowed airway can also be caused if 
the subject is aging. An aging subject tends to 
have sagging muscles which may increase pha-
ryngeal compliance and in turn cause their air-
way to be narrowed. Additionally, a narrow 
airway may be caused by hormonal factors such 
as the presence of testosterone or the absence of 
progesterone [27].

8.3.3  High Blood Pressure

Hypertension is another risk factor of OSA [29]. 
Many patients with OSA also have high blood 
pressure. Researchers have found that adults 
with severe apnea were more than twice as 
likely to have hypertension, while moderate 
OSA patients also had increased risk for high 
blood pressure [25]. OSA episodes produce 
surges in systolic and diastolic pressure that 
keep mean blood pressure levels elevated at 
night [30]. If OSA is able to be controlled, then 
blood pressure levels may also be lowered. 
Patients with pulmonary hypertension and OSA 
tend to have more profound nocturnal hypox-
emia but may also have daytime hypoxemia as 
well [31].

8.3.4  Chronic Nasal Congestion

Nasal congestion causes the upper airway to 
narrow, which increases the risk of both snoring 
and OSA. Breathing through the nasal airway is 
important and idealistic for improved sleep. If 
the nasal airway is congested, then the subject is 
forced to breathe through their mouth [32]. 
Nasal congestion is a risk factor due to allergic 
rhinitis or an acute upper airway infection. 
Nasal congestion is commonly related to ana-
tomical abnormalities such as septums, conchal 
hypertrophy, or nasal polyps [33]. Nasal breath-
ing is better for the patient as the lungs will 
absorb more nitric oxides, due to the back pres-
sure from the resistance air flowing out of the 
sinuses, compared to no resistance when breath-
ing through the mouth [34].
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8.3.5  Smoking

Smoking puts a subject at higher risk of being 
diagnosed with OSA and has greater changes in 
the upper airway. The airway becomes inflamed 
which makes it difficult to breath. Nicotine, an 
ingredient in cigarettes, is a stimulant. Smoking 
can refrain a subject from getting a restful sleep 
and may deter a subject from falling asleep as 
well. According to a 2011 study, people who cur-
rently smoke are 2.5 times more likely to also 
suffer from OSA, the most common type of sleep 
apnea caused by the collapse of muscles in the 
back of the throat during sleep. Smokers experi-
ence this repeated cessation of breathing more 
often because the smoke they inhale irritates the 
tissues in the nose and throat, causing swelling 
that further restricts airflow [35].

8.3.6  Diabetes

Diabetes and OSA are common disorders that 
often coexist. In one study of middle-aged men, 
the prevalence of sleep-disordered breathing 
(AHI  >  20) was 36% in patients with diabetes 
compared with 15% in normoglycemic subjects 
[36]. Diabetes is a risk factor of OSA due to insu-
lin resistance in subjects. There is a growing 
body of evidence from numerous human and ani-
mal studies that suggests an association between 
OSA and insulin resistance, glucose intolerance, 
and type 2 diabetes mellitus (DM2) [31]. Subjects 
who suffer from OSA have a higher chance of 
also suffering from insulin resistance. Most stud-
ies have demonstrated impaired glucose toler-
ance, higher fasting glucose, and insulin 
resistance in patients with OSA compared with 
patients without OSA irrespective of weight, 
presence of visceral fat, and age [31].

Whether a subject is male or female may also 
be a risk factor. In the general population, sleep-
disordered breathing is estimated to occur in 9% 
of middle-aged women and 24% of middle-aged 
men. Only 2% of women and 4% of men also 
complain of daytime sleepiness and therefore 
may be at risk for OSA [36]. Generally, being a 
male is a risk factor for OSA itself [37]. Men are 

2–3 more likely to have OSA.  However, after 
menopause, women start to get OSA more than 
men due to their hormones. OSA will be more 
prevalent especially in women who are not get-
ting hormone replacement therapy [19]. The 
male population tends to have an increased 
amount of fat around the upper airway as they 
age or it may also be due to obesity. In fact, the 
upper airway in men is frequently greater in 
length than women, which affects the airway col-
lapsibility. Since the upper airway is longer in 
men, they are more susceptible to having their 
airway collapse. Additionally, hormones play a 
role in being associated with OSA as well. For 
instance, the presence of testosterone (higher in 
males) is a factor leading to the collapse of the 
upper airway [27].

8.3.7  Genetics

Genetics are a prominent risk factor for 
OSA.  Upper airway anatomy, neuromuscular 
activity, and ventilatory control stability are 
determined based on genetics. OSA is more prev-
alent in specific ethnic groups due to their genet-
ics. Craniofacial abnormalities are most common 
in Asians who have OSA, and an enlarged soft 
palate is more common in African Americans 
[27]. As mentioned previously, obesity is a risk 
factor of OSA. Interestingly, studies have shown 
that there are specific genes which increase the 
probability of obesity and OSA [19].

8.3.8  Asthma

Asthma has accumulating evidence suggesting a 
bidirectional relationship between asthma and 
OSA, where each disorder has a harmful influ-
ence on the other [38]. Alkhalil showed in cross-
sectional studies that the prevalence of sleepiness, 
snoring, and OSA was significantly higher in par-
ticipants with asthma [39]. Similarly, in clinical 
studies, OSA symptoms were frequently reported 
by patients with asthma than by the general popu-
lation [40]. Furthermore, in a polysomnographic-
based study, asthma was reported difficult to 
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control in almost 90% of OSA patients [41, 42]. 
Nighttime oropharyngeal narrowing in asthma 
patients is often associated with episodes of noc-
turnal and early morning awakening, difficulty in 
maintaining sleep, and daytime sleepiness [43]. 
A polysomnographic study showed no statistical 
differences between the two groups of OSA and 
non-OSA, except for changes in the percent of 
time spent in stages I and IV. Asthmatic patients 
with OSA had a higher percent of time in stage I 
and a lower percent of time spent in stage IV 
compared to patients without asthma. Therefore, 
sleep is superficial and poorer in quality for asth-
matics with OSA. Whether CPAP can treat asth-
matic nighttime symptoms and improve the 
pulmonary function test is questionable. A study 
conducted by Ciftci TU, on patients with asthma, 
concluded that after 2  months of continuous 
usage of nCPAP, there was no significant differ-
ence in the pulmonary function test. However, 
there was a significant improvement in the asthma 
nighttime symptom scores, which are quite evi-
dent in asthmatic patients with OSA [43].

8.4  Signs and Symptoms of OSA

8.4.1  Excessive Daytime Sleepiness

In patients with OSA, frequent arousals during 
the night lead to sleep fragmentation, depletion 
of slow-wave sleep (N3), and rapid eye move-
ment (REM), which leads to excessive daytime 
sleepiness [44]. Excessive daytime sleepiness 
occurs if a subject is feeling tired or groggy in the 
morning or if the subject requires multiple naps 
throughout the day and is unable to perform regu-
lar day-to-day tasks. This may occur if a patient 
is unable to stay asleep during the night and 
wakes up multiple times. It may also occur if the 
patient is not getting enough sleep or restful 
sleep. Excessive daytime sleepiness can also 
occur if the subject is using drugs and alcohol, 
lacks physical activity, and/or is leading an 
unhealthy lifestyle. If the subject is unable to per-
form regular duties during the day due to exces-
sive daytime sleepiness, this can lead to an impact 
on their lifestyle and work performance. OSA 

can be an underlying cause of excessive daytime 
sleepiness. In severe cases, patients fall asleep 
during stimulating activities, such as driving, or 
during conversation or meals. More frequently, 
they fall asleep during passive activities, such as 
watching TV or reading [36]. The Epworth 
Sleepiness Scale is a good tool to assess daytime 
sleepiness. Subjects are asked to fill out a ques-
tionnaire with eight questions and rate their activ-
ities. The higher the score, the higher the subjects 
sleep propensity in daily life [33].

8.4.2  Loud Snoring

Snoring is a symptom of OSA that often occurs 
with men who are overweight, but that isn’t 
always the case. Up to 95% of patients with OSA 
snore. Normally, patients are unaware of their 
snoring and only realize they snore when their 
bed partner or someone else tells them. Snoring 
occurs when the flow of air through the mouth 
and nose is physically obstructed. Furthermore, 
airflow can be obstructed due to nasal airways, 
poor muscle tone, throat tissue, and/or a long soft 
palate [27, 45]. Loud snoring is a common com-
plaint and symptom by patients suffering from 
sleep apnea [46].

8.4.3  Nighttime Sweating

Nocturnal sweating has been associated with car-
diovascular disease, hypertension, and sleepi-
ness, which are all symptoms of OSA. Based on 
a study conducted in 2013, inclusive of both OSA 
patients and the general population, it was noted 
that those diagnosed with OSA were much more 
likely to excessively sweat at night. Nocturnal 
sweating occurred more than three times per 
week in patients with OSA. Statistically, 30.6% 
of males and 33.3% of females with OSA suf-
fered from nighttime sweating versus 9.3% of 
males and 12.4% of females in the general popu-
lation. When the OSA patients were treated with 
PAP therapy, nocturnal sweating decreased from 
33.3 to 11.5%, which was the general population 
[47]. Thermoregulation regulates the body 
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 temperature by heat conduction. An increase in 
heat conduction will maintain thermoregulation, 
thus leading to a decrease in the core body tem-
perature and further leading to a deeper level of 
sleep; an increase in the core body temperature 
can lead to increased nocturnal awakenings and 
lighter stages of sleep. Thermoregulation has a 
different pattern of mechanism between various 
sleep stages. For instance, thermoregulation is 
less prevalent during REM sleep vs. non-REM 
sleep. This is why the nighttime sweating is 
decreased during REM sleep as compared to 
non-REM sleep. There has been enlightening lit-
erature on the sleep-related perspiration as a con-
sequence of OSA. In a study conducted in 2009, 
patients with untreated, moderate to severe OSA 
were evaluated for parameters such as tempera-
ture and electrodermal activity (EDA) to evaluate 
the perspiration in patients. All of the patients 
were medically managed with continuous posi-
tive airway pressure (CPAP) for a period of 
3  months, and surprisingly, the electrodermal 
activity levels, along with systolic and diastolic 
blood pressure, decreased significantly after 
CPAP therapy. Not only this, there was a signifi-
cant increase in REM sleep patterns in these 
patients. There is a future scope of research the 
hypothesis that high blood pressure found in 
OSA patients has a correlation with nocturnal 
sweating [47].

8.4.4  Decreased Libido

Sleep apnea does not only interfere with sleep, 
but after continuous research, it is becoming 
prevalent that sleep apnea is also leading to 
decreased libido in females and erectile dysfunc-
tion with males. There is a speculation by scien-
tists that a decreased sex drive may be due to a 
decrease in testosterone. Testosterone increases 
when a subject gets enough sleep and the oppo-
site happens if sleep is lacking. If an OSA patient 
has multiple arousals at night, they are unable to 
have a deep sleep. Based on a study conducted in 
2011 with females who have untreated OSA, it 
was indicated that their libido was negatively 
affected when compared to the general popula-

tion [48]. Budweiser mentions in a study with 
401 male patients that sleep apnea independently 
decreases libido and causes erectile dysfunction 
[49]. In a randomized trial done on 40 patients 
with severe apnea, patients were made to wear a 
CPAP for a period of 1 month. Pleasantly, after 
the medical management of severe OSA over the 
period of a month, the International Index of 
Erectile Function improved from 15.71 ± 5.12 to 
19.06  ±  3.94, which lead to a remarkable 
improvement in the sexual performance of the 
patients. According to the study done by 
Perimenis et  al., the medical management of 
OSA with erectile dysfunction, one group was 
made to try CPAP solely, and another group tried 
CPAP along with pharmacological management 
of erectile dysfunction using sildenafil. The 
results were better with the latter group who tried 
CPAP and sildenafil vs. CPAP alone [50].

8.5  OSA Correlation to Medical 
Conditions

8.5.1  Diabetes

OSA is highly associated with insulin resistance. 
Evidence suggests that OSA is involved in the 
development of glucose metabolism alterations 
[51]. Several studies have shown that subjects 
with OSA have increased glucose levels and 
increased insulin resistance, which makes them 
genetically predisposed to developing type 2 dia-
betes [52]. Evidence suggests that OSA causes 
sleep loss and hypoxia, which elevates sympa-
thetic activity. The inflammation caused by OSA, 
in combination with elevated sympathetic activ-
ity and weight gain, leads to insulin resistance 
and diabetes [53].

Bialasiewicz and collegues found in a study 
that continuous monitoring of interstitial glucose 
during a polysomnography (PSG) showed an 
increase in interstitial glucose concentrations and 
there was no effect during NREM sleep [54], 
whereas Grimaldi’s findings support OSA in 
rapid eye movement (REM) sleep has a strong 
and clinically significant association with glu-
cose levels in subjects with type 2 diabetes. Since 
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REM sleep is dominant during the second part of 
the night, REM-related OSA often remains 
untreated with 4 h of CPAP use. He recommends 
that in order to achieve significant improvement 
in glucose level in patients with type 2 diabetes, 
CPAP should be used over 6 h per night [55]. The 
level of hemoglobin A1C is correlated with the 
severity of hypoxemia in OSA and decreased 
with the use of CPAP for 3–5 months [56].

8.5.2  Blood Pressure

There is a very strong association demonstrated to 
date between OSA and hypertension, but a direct 
etiologic link between the two disorders has not 
been established definitively [57]. In his animal 
study, Brooks demonstrated that obsessive day-
time sleepiness (ODS) produced sustained day-
time hypertension and recurrent arousals from 
only sleep and cannot account for daytime hyper-
tension observed in OSA.  Early studies have 
shown conflicting results in the association 
between OSA and hypertension [8, 13].

OSA episodes cause surges in systolic and 
diastolic pressure, which maintains the mean 
blood pressure levels elevated at night. The blood 
pressure remains elevated during the daytime, 
when breathing is normal in many patients. 
Contributors to daytime hypertension include 
overactivity of the sympathetic nervous system, 
alterations in vascular function and structure 
caused by inflammation, and oxidative stress 
[30]. In the Wisconsin Sleep Cohort Study by 
Peppard, it showed the correlation between inci-
dences of hypertension with severity of OSA in 
middle-aged patients. In contrast, the Sleep Heart 
Health Study, by O’Connor GT and his group, 
failed to show an association between OSA and 
the risk of incidence in hypertension [58].

The presence of OSA was associated with 
increased risk of incident for hypertension; how-
ever treatment with CPAP therapy was associated 
with lowering the risk of hypertension. 
Observational findings suggest that OSA appears 
to be a modifiable risk factor for new-onset 
hypertension [59]. In a study, Litvin and his 
group showed that effective CPAP use for 

3  weeks resulted in a significant decrease in 
blood pressure and improvement in arterial stiff-
ness in a group of hypertensive patients with 
OSA [60]. CPAP treatment in patients with diffi-
cult-to-control hypertension and OSA showed a 
significant reduction in diurnal and nocturnal 
systolic blood pressure, with no significant varia-
tions in diastolic blood pressure. This led to more 
patients who recovered to their normal nocturnal 
dipper pressure pattern [61].

8.5.3  Gastroesophageal Reflux 
Disorder

There is no causal link between gastroesophageal 
reflux disorder (GERD) and OSA, but they share 
common risk factors. Morse suggests that reflux 
medications may have a role in helping a selected 
population sleep better [62]. This effect likely is 
caused by controlling arousals secondary to gas-
troesophageal reflux [63].

Several investigators have concluded that 
there is a greater prevalence of GERD in patients 
with OSA based on reported symptoms of GERD 
and based on measurements of esophageal pH 
[64, 65]. Several studies have shown that the 
CPAP use for the treatment of OSA has reduced 
the occurrence of GERD [66–69]. The correla-
tion between OSA and GERD remains unclear 
and controversial [62].

Several factors may increase GERD in patients 
with OSA, such as alterations in the function of the 
lower esophageal sphincter (LES), transdiaphrag-
matic pressure gradient increase, and decrease in 
the defenses against gastroesophageal reflux, due 
to reduction of esophageal clearance. The phreno-
esophageal ligament may pull on the LES, creat-
ing an opening during an apnea event caused by an 
increase in diaphragmatic activity [70].

The transdiaphragmatic pressure may also 
increase due to abdominal pressure caused by obe-
sity or when turning in bed during an OSA arousal 
[68]. In a study where acid reflux was simulated, 
the group with OSA had an impaired swallow 
reflex almost twice as long, when  compared to the 
normal group [71]. Impaired clearance of gastric 
juices increases the contact time, causing an 
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 irritation of the mucosa resulting in inflammation, 
further aggravating the obstruction and worsening 
the OSA [72–74]. Furthermore, the gastric acid 
also causes destruction of the dentition, wearing 
away enamel and dentin, known as attrition.

Science has yet been determined the amount of 
contribution that repetitive acid reflux has on 
OSA.  Several studies using a PSG and a 24-h 
 monitoring of esophageal pH were unable to show 
a bidirectional causal relationship between gastro-
esophageal reflux and OSA [66, 75, 76]. Several 
studies have shown that treatment with CPAP 
reduced the frequency of acid reflux events and noc-
turnal awakenings due to heartburn [63, 66–68]. 
When proton-pump inhibitor (PPI) therapy was ini-
tiated, AHI was reduced by 31%, and treatment 
with a histamine type 2 receptor antagonist (H2RA) 
decreased arousals, but did not affect OSA [63, 66]. 
CPAP and OAT treat OSA by opening the oropha-
ryngeal airway, stopping paradoxical breathing, and 
allowing the LES to function normally, thereby 
controlling the acid reflux while sleeping.

8.5.4  Irritable Bowel Syndrome

Irritable bowel syndrome (IBS) is characterized 
by recurring abdominal pain in conjunction with 

irregular bowel movements. The prevalence of 
IBS is about 8–20% among adults, and it is one of 
the most common diagnoses used by gastroenter-
ologist [9]. The study conducted by Kumar D sup-
ports the hypothesis that IBS may be a disorder of 
inappropriate brain-gastrointestinal interaction 
which can lead to the motor abnormality of the 
small bowel only during the waking state. The 
cause and effect relationship between sleep dis-
turbance and IBS is not definitive [77]. The stud-
ies conducted in the past confirm the finding that 
IBS patients are considered to have poor sleep 
functioning. The study done by Rotem AY with 
the aid of a sleep questionnaire, actigraphy, and 
the polysomnography findings supports the 
hypothesis that IBS patients have more difficulty 
in falling asleep and have lots of movements 
while asleep. The polysomnography findings 
show a significant shorter total sleep time (TST), 
indicating compromised sleep efficiency. Patients 
were found to have more than 70% decreased pro-
portion of slow-wave sleep stage, and as a result, 
stage II sleep was significantly longer. The arousal 
index was found to be twice as greater in patients 
with IBS versus the control group. Similarly, sub-
jects with IBS witnessed more events of shifting 
to lighter sleep when compared to the control 
group. Please refer to Fig.  8.1. Findings also 
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 suggested the increased proportion of REM sleep 
and longer wake period after sleep onset. A sleep 
questionnaire leads to the conclusion of greater 
excessive daytime sleepiness and higher Epworth 
Sleepiness Scale, thus leading to poor quality of 
life. All of these can lead to exacerbation of gas-
trointestinal abnormalities such as IBS [9]. 
Whether CPAP can aid in the treatment of IBS is 
a matter of debate, perhaps due to the limited 
number of studies. There is lack of evidence indi-
cating that patients with IBS have poor quality of 
life; they were reluctant in trying CPAP therapy 
for the control of IBS symptoms. However, if 
patients were educated on how sleep disorders 
can be a risk factor for IBS and vice versa, then 
they may be willing to consider CPAP as an effec-
tive treatment to relieve symptoms and feel better. 
There is a lack of evidence supporting a direct 
cause and effect relationship between sleep disor-
ders and IBS.  Hence, we cannot conclude that 
CPAP can effectively treat patients with IBS. A 
future scope of study is required [78].

8.5.5  Cardiovascular System

Obstructive sleep apnea affects the cardiovascu-
lar system in multiple ways. OSA causes central 
hemodynamic effects. Episodes of OSA produce 
arterial oxygen desaturation, elevated carbon 
dioxide levels or hypercapnia, intrathoracic pres-
sure oscillations, and possibly disrupted sleep 
[28]. Several studies have shown an independent 
association between OSA and increased cardio-
vascular morbidity [4, 59, 79].

In cases where the OSA is severe (AHI over 
30), there is a higher predictability of mortality 
[80]. OSA treatment with CPAP improves quality 
of life, but there is no published study that has 
adequately showed a mortality benefit [81]. In 
echocardiographic studies, systolic and diastolic 
dysfunction occurred when AHI was increased 
[82, 83]. Possible mechanisms include the effects 
of hypoxia and the repetitive intrathoracic pres-
sure changes that accompany obstructive apneas 
[84]. Studies have shown that negative intratho-
racic pressure causes an increase in left ventricu-
lar afterload and impairs left ventricular 

relaxation [85, 86]. Cardiac contractility is also 
reduced, and left ventricular volumes rise, both at 
end-systole and end-diastole [87]. Hypoxia and 
arousals may induce tachycardia and peripheral 
vasoconstriction, further increasing ventricular 
afterload, caused by sympathetic nervous system 
activation [88].

CPAP use reduces the need for intubation dur-
ing acute exacerbations in heart failure patients 
while providing symptomatic relief [89, 90]. In 
trials, it has been demonstrated that CPAP ther-
apy has an improvement in exercise capacity, 
quality of life, and ventricular afterload [90–92]. 
Left ventricular ejection fraction had improved 
when on CPAP therapy but worsened when the 
CPAP was removed [93]. Furthermore, CPAP 
therapy has improved pulmonary hypertension 
and arrhythmias [94, 95].

8.5.6  Chronic Renal Failure

Renal failure also known as kidney failure is an 
important issue with patients who suffer from 
OSA. Patients who already have chronic kidney 
disease (CKD) are likely to also have OSA. OSA 
is also associated with proteinuria or protein in 
urine and hypertension. Proteinuria is a symptom 
of renal disease. If OSA is corrected with ther-
apy, then renal outcomes may also be cured or 
improved [37]. As reported by one study from 
2015, OSA can lead to decrease of kidney func-
tionality. Furthermore, if moderate to severe 
OSA is treated, then the treatment also improves 
kidney filtration by minimizing glomerular 
hyperfiltration as sustained OSA is also associ-
ated with glomerular hyperfiltration [96]. The 
prevalence of OSA in patients with end-stage 
renal disease ranges from 40 to 60% [97]. The 
complete pathophysiology and background of 
disease mechanism are beyond the scope of this 
article. However, a brief introduction may be 
helpful. OSA mediates the renal damage via 
 several mechanisms. In fact, the relationship 
between OSA and chronic renal failure is a com-
plex system as illustrated in Fig. 8.2. The OSA 
patients are associated with hypoxia and sleep 
fragmentation which can contribute to the origin 
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of chronic renal disease by activating renin-
angiotensin-aldosterone system (RAAS) and 
elevation in the blood pressure as a result of acti-
vated sympathetic nervous system and via glo-
merular hyperfiltration. The following predictors 
of chronic renal failure can be improved with 
CPAP therapy: endothelial function, levels of cir-
culating apoptotic endothelial cells, attenuates 
free radical production from neutrophils, inflam-
matory mediators, vasodilator levels, and medi-
ates a decline in vasoconstrictor levels in patients 
with sleep apnea. A further study is required to 
support the hypothesis that chronic renal failure 
can be reversed back with CPAP therapy [37].

8.5.7  Stroke

Stroke is the fifth leading cause of death in the 
USA, with one person dying every 4  min as a 
result. Strokes occur due to problems with the 
blood supply to the brain; either the blood supply 
is blocked or a blood vessel within the brain rup-
tures, causing brain tissue to die. Stroke is a con-
dition of acute injury to central nervous system 

tissue arising either from ischemia or hemorrhage 
[31]. The three main types of stroke are ischemic, 
hemorrhagic, or transient ischemic attacks (also 
known as mini-strokes). The narrowing or block-
ing of arteries to the brain causes ischemic 
strokes. Hemorrhagic strokes are caused by blood 
vessels in and around the brain bursting or leak-
ing [98]. OSA has an independent correlation 
with cardiovascular disease, with stroke being 
one of them [37]. Since snoring is a symptom 
OSA, both have been known to increase inci-
dence of stroke. Additionally, as the severity of 
sleep apnea increases, so does the risk of devel-
oping a stroke incident [31]. Whether or not 
CPAP can definitively decrease the chance of 
stroke is still a matter of debate. The current lit-
erature suggests that the medical management of 
OSA in a timely manner with CPAP can alter the 
severity of stroke by not leading to brain damage. 
In a recent editorial, there is a widespread belief 
that medical management of moderate to severe 
OSA associated with cardiovascular mortality by 
the use of CPAP can lead to a better prognosis but 
lacks the strong supportive evidence. However, 
CPAP treatment will prevent subjects from 
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 getting hypoxia and cerebral flow fluctuation and 
thus in turn can prevent stroke occurrence [99]. 
According to a randomized trial, some enlighten-
ing considerations surfaced that there was corre-
lation between CPAP therapy and a substantial 
reduction in cardiovascular morbidity. Thus, we 
can conclude that CPAP adherence in patients 
with OSA can reduce the severity of cardiovascu-
lar morbidity and cerebrovascular accidents but 
has not been found to be effective in recovering 
the patients from pre-existing stroke conditions 
[100] (Fig. 8.3).

8.5.8  Metabolic Syndrome

Metabolic syndrome, also known as syndrome X 
or the insulin resistance syndrome, is a condition 
where multiple factors lead to an increase for the 
risk of heart disease such as stroke and/or diabe-
tes [36]. There are five conditions, which indicate 
that a subject may be diagnosed with the meta-
bolic syndrome. If a subject has at least three out 
of the five conditions, then he or she may be diag-
nosed for the syndrome. The conditions are 
abdominal obesity, triglycerides, high-density 
lipoprotein cholesterol, blood pressure, and fast-
ing glucose [31]. The interaction of the metabolic 
syndrome and OSA is known as syndrome Z 
[26]. In a study conducted in 2004, patients were 
examined to see the correlation between meta-
bolic syndrome and OSA.  Sixty-one male sub-
jects were studied, and the findings were that 
people with OSA had the characteristics of the 
metabolic syndrome. The similar characteristics 

found among the subjects with OSA were that 
they were obese, had higher blood pressure, were 
resistant to insulin, had a lower HDL cholesterol 
level, and, finally, had an increased chance of 
diagnosis of the metabolic syndrome. Subjects, 
who have OSA, were 9.1 times more likely to 
also be detected with the metabolic syndrome 
[101]. Similarly, in another study it was con-
cluded that patients with metabolic syndrome 
have a high chance of also having OSA and 
therefore should be tested with a PSG [102]. 
There is an independent association between 
sleep apnea and insulin resistance [103]. 
Metabolic syndrome may be treated with CPAP 
therapy as concluded in a study conducted in 
2011. Subjects with metabolic syndrome were 
tested with CPAP therapy for 2 months. Before 
and after tests were conducted for several compo-
nents, which are highly predictive of metabolic 
syndrome such as blood pressure, blood glucose 
(while fasting), insulin resistance, blood lipid 
profile, and visceral fat. It was concluded that 
patients with OSA, who were treated for 3 months 
with CPAP, had lower blood pressure and meta-
bolic factors were also normalized [104]. As 
OSA leads to lack of sleep, treatment with CPAP 
will help patients to recover from sleep loss and 
thus may result in bringing the metabolic param-
eters to the normal levels, including glucose 
 levels, blood pressure, blood lipid profile, and 
visceral fat [26].

Leptin, called a satiety hormone, is released 
by fat cells. It provides information about status 
of energy to the hypothalamus [105, 106]. Lepton 
level becomes elevated at night, partly as a 
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response to food ingestion during the day and to 
sleeping [107, 108], but decrease during the day 
when energy and calories are dimensioning 
[109]. When sleeping during the daytime, leptin 
levels stay elevated in subjects receiving continu-
ous nutrition, which indicates leptin regulation is 
affected by sleep [110]. Leptin crosses the blood-
brain barrier via saturation transport [111]. Leptin 
resistance is a common finding among subjects 
who are obese and have metabolic syndrome 
[112]. Based on many studies, leptin levels 
increase in subjects with OSA, and effective 
CPAP therapy decreases leptin levels in the long 
run [113].

Ghrelin, known as the hunger hormone, is 
necessary for body functions having to do with 
energy and appetite. In a study conducted in 
2003, OSA patients were tested for ghrelin lev-
els, both before and while using the CPAP 
machine. It was noted that OSA patients have 
higher levels of ghrelin as a baseline after fasting. 
After going through with CPAP therapy for 
2 days, the levels of ghrelin had reduced signifi-
cantly and remained only slightly higher in OSA 
subjects [114]. Another study conducted in 2010 
on 55 OSA patients concluded that there is a pos-
itive relationship between the apnea-hypopnea 
index (AHI), Epworth Sleepiness Scale, and 
ghrelin levels [115].

8.5.9  Headaches

Previously there were not enough studies to 
establish a clear connection between OSA and 
headaches, perhaps due to the lack of evidence 
[116]. Recently, however, there are numerous 
studies which have mixed conclusions about 
OSA and headaches being directly related. There 
are two major findings for sleep-related head-
aches distinguished by the International 
Classification of Headache Disorders, one is 
“sleep apnea headache” and the other is “hypnic 
headache.” Another type of primary headache 
which is known to be perpetuated with sleep-
related headaches is tension-type headache 
(TTH) [117]. The most commonly described 
sleep apnea headaches are the recurrent morning 

headaches found to be three times more preva-
lent upon awakening in heavy snorers and OSA 
patients [118]. Although repetitive episodes of 
sleep apnea result in hypoxemic events, sleep 
fragmentation and nocturnal awakenings may be 
potential causes of recurrent morning headaches; 
however hypoxia is not an independent risk fac-
tor [51]. Additional studies support the estab-
lished relationship between sleep apnea and 
other neurological and neurodegenerative disor-
ders such as stroke, epilepsy, and headaches. 
Furthermore, OSA is known to exacerbate 
Alzheimer’s disease and may be a sole cause of 
Parkinson’s disease [119]. Sleep apnea, due to 
sleep loss and poor quality of sleep can lead to 
stimulation of nociceptive receptor system 
through different mechanisms and lead to an 
increase in various inflammatory markers such 
as proinflammatory cytokines, IL-6, and PGE2 
and exacerbates chronic pain conditions such as 
fibromyalgia, myofascial pain, temporomandib-
ular joint disorder (TMD), and headaches [27]. 
There is evidence of dysfunction of serum sero-
tonin levels in patients with OSA. In a study con-
ducted in 2015, 4759 patients who were 
diagnosed with OSA were tested for TTH. TTH 
were noticed in 10.2% of patients with OSA and 
7.7% of patients without OSA. The study con-
cludes that patients who have OSA also have 
higher chances of getting tension-type head-
aches [117]. There is no definitive study on con-
firming the cause and effect relation between 
cluster headache and sleep apnea, but sleep 
apnea has been suggested to be a stimulus for 
cluster headache [120]. The oxygen desatura-
tions caused by sleep apnea can lead to inappro-
priate functioning of carotid body activity 
perpetuated because of the dysfunction of the 
hypothalamus vasomotor system; and if it can 
lead to cluster headaches, it is not definitive. We 
need further research to see the cause and effect 
relationship [121]. CPAP treatment and other 
treatment modalities such as a dental oral appli-
ance to treat sleep apnea have led to resolution 
and improvement in headaches from time to 
time. Treating OSA might not only improve 
headaches but also leads to decreased comorbid-
ity [122].
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8.5.10  Effects of Hormones

Hormone levels have always been a probable cul-
prit in the propensity of OSA.  It has been an 
intriguing matter of discussion that what leads to 
more prevalence of OSA in women after meno-
pause. How do levels of progesterone, estrogen, 
testosterone, and hormones like calcitonin gene-
related peptide (CGRP) affect the physiology of 
airway? As discussed previously, the collapse of 
the upper airway is a key issue in patients with 
OSA. A recent study concluded that a progres-
sive lesion in the nervous system can be caused 
by the mechanical trauma due to snoring, leading 
to a collapse of the upper airway. This trauma is 
caused by the constant and repetitive low-fre-
quency vibration of tissues from snoring. As a 
result of the trauma, there will be a sprouting 
effect leading to an increase in the number of 
varicose nerves and number of afferent nerve 
fibers. Eventually because of constant trauma, 
the sprouting effects fail to compensate and lead 
to the development of a degenerative neurogenic 
lesion. Such nerves contain specific hormones 
known as protein gene product 9.5 (PGP 9.5) and 
possibly substance P (SP) and CGRP.  Whether 
the upper airway is unobstructed is dependent on 
both anatomical and neuromuscular factors, such 
as the negative intrapharyngeal pressure created 
during inspiration. Both afferent and efferent 
nerves mediate the reflex mechanism by stimula-
tion of the mechanoreceptors located in the 
mucosa and submucosa of the pharynx, which 
causes the dilator muscles to react through the 
hypoglossal motor neurons. Oxygen desaturation 
index (ODI) is the number of time when the oxy-
gen level in the blood drop below baseline mea-
sured in an average hour of sleep. Patients with 
severe OSA and significant increased ODI 
seemed to have a lower number of varicose 
nerves. Because of the degenerated nerves and 
significant depletion in the CGRP-
immunoreactive small unmyelinated nerve fibers 
(C fibers), there are depleted levels of neuropep-
tides such as SP and CGRP, and the progressive 
degenerative neurogenic lesion can lead to injury 
of efferent nerve fibers and will lead to collapse 
of airway [123]. There is no linear relationship 

between the hormone levels and their repercus-
sions on the central and neural respiratory mech-
anism, but the current literature is suggestive of 
the fact that increased level of progesterone/
estrogen and lower levels of testosterone play a 
protective role against the development of OSA 
in women and men. The supporting fact for the 
suggestion mentioned can be that postmeno-
pausal women without hormone replacement 
therapy (HRT) tend to have fourfold risk of 
development of OSA, as compared to the ones 
with HRT [124]. OSA per se is not directly 
related to the low levels of testosterone, but inad-
equate or exorbitant amounts of testosterone can 
alter sleep. The supporting fact is that people who 
are deficient in testosterone levels of hormones 
(hypogonadal) with poor sleep quality get bene-
fited with HRT; however excessive doses of tes-
tosterone replacement therapy can lead to 
abnormal sleep quality and architecture as well 
[125].

8.5.11  Sleep Homeostasis

Sleep has many benefits. Sleep is a necessity for 
energy conservation, restoration, brain tempera-
ture regulation, modulation of neurochemistry, 
hormonal regulation, memory consolidation, and 
other neurocognitive functions. Sleep is not a 
well-defined entity, which is controlled indepen-
dently or has a definite purpose. Sleep represents 
the process of meta-regulation which internal/
external factors following the history and current 
hemostatic needs. Although sleep is a common 
practice and is a major component in the mainte-
nance of the body functionality, it is intricate to 
comprehend easily and simply the effect of sleep 
deprivation as it’s a multifactorial entity. Whether 
the regain of sleep loss will lead to an efficient 
functioning of specific physiological variables in 
the same way is a matter of debate. Homeostatic 
regulation is a crucial function of sleep physiol-
ogy. An increase in the number of hours awake is 
equivalent to an increase in the homeostatic drive. 
This process will increase the metabolic demands 
and will lead to an increased intracellular adenos-
ine. Adenosine inhibits wakefulness maintaining 
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neurons and promotes sleep. An increased level 
of adenosine will bring the homeostatic drive 
down and patient will. Hence, the main concept 
remains that the longer one stays awake, the 
deeper/longer they will require to maintain the 
integrity of the tissues and regulation of brain 
metabolism and synaptic plasticity. A common 
enlightening thought is that prolonged wakeful-
ness can result into detrimental effects such as 
molecular, cellular,  network, physiological, psy-
chological, and behavioral levels [126]. During a 
24-hour day, there is a bidirectional flow between 
catabolism and anabolism; one end is driven by 
the wakefulness which enhances the more intra-
cellular breakdown of tissues and cells and thus 
is depicted as catabolism, while the other end, 
which offsets the catabolism, is known as anabo-
lism and is represented by sleep. The sleep keeps 
the balance between catabolism and anabolism 
by decreasing the secretion of cortisol, catechol-
amines, releasing more growth hormones which 
in turn will lead to more production of protein 
and will metabolize the free fatty acids to provide 
energy and will eventually lead to the more syn-
thesis of bone and increased number of red blood 
cells production. In a nutshell, this balance 
between catabolism and anabolism helps to get 
better sleep and relieve patients of sleep debt. In 
the latest practice, modern hypnotic drugs pre-
vent the sleepiness and thus help in attaining bet-
ter sleep and relieve the patient’s anxiety and help 
in the restoration and normalization of the tissues 
[127].

8.5.12  Trigeminal Cardiac Reflex

The trigeminal nerve (V) is the fifth cranial nerve. 
It exits to pons and enters Meckel’s cave, forming 
the gasserian ganglion. The gasserian ganglion 
divides into the three major divisions that contain 
sensory impulses eyes, face, and cranium. The 
ophthalmic division is purely sensory, which sup-
plies sensation to the eyes and forehead. The 
maxillary branch is purely sensory also. It sup-
plies the midface, including the nose, nasophar-
ynx, upper lip, maxilla, maxillary teeth, palate, 
soft palate, and tonsils. The mandibular division 

consists of a large sensory root and a minor motor 
root. The sensory root supplies the lower face, 
including the tongue, mandible, mandibular 
teeth, lower lip, lateral surface of the ears, tem-
ples, and TMJ. The motor root supplies the mus-
cles of mastication, which consists of masseters, 
temporalis, lateral pterygoids, medial pterygoids, 
anterior digastric, tensor-veli tympani, and ten-
sor-veli palatini.

As sensory impulses are transmitted via the 
trigeminal nerve, they enter the trigeminal spinal 
nucleus, within the pons. The trigeminal spinal 
nucleus has numerous collateral and longitudinal 
connections to other cranial nerve nuclei and to 
the reticular formation. The rostral trigeminal 
sensory nucleus has neurons that convey infor-
mation to the thalamus [128].

The trigemino-cardiac reflex (TCR) is a pow-
erful autonomic reflex that helps the body to 
autoregulate by conserving oxygen and reducing 
the heart rate under challenging situations [129, 
130]. Any stimulation of the trigeminal nerve 
anywhere along the nerve will result in sympa-
thetic withdrawal and parasympathetic over acti-
vation via the vagus nerve, thus resulting in 
apnea, bradycardia, bradypnea, and hypotension. 
TCR has various manifestations, which include 
central TCR, peripheral TCR, the diving reflex, 
and naso-cardiac reflex [131–133]. TCR is linked 
to sleep-related bruxism (SB) as a probable cause 
[134] and has been hypothesized to play a role in 
sudden infant death syndrome (SIDS) [135]. It is 
reported that sudden microarousals (MA) occur-
ring in the brain due to airway obstruction during 
sleep cause tachycardia, which stimulates rhyth-
mic masticatory muscle activity (RMMA) and 
SB, that activate the TCR resulting in bradycar-
dia [128, 134, 136]. When breathing is normal 
during waking or sleep, the heart rate remains 
stable. When breathing becomes labored due to 
airway obstruction such as a hypopnea or apnea, 
the oxygen level drops in the blood causing the 
body to put extra effort in obtaining oxygen 
[128]. This will lead to MA of the brain. MA epi-
sodes are characterized by an increase in brain 
activity, heart rate, and muscle tone during sleep 
[137]. Sleeping in the supine position causes 
 oropharyngeal obstruction, due to the gravita-

G. G. Demerjian and P. Goel



149

tional pull on the tongue, soft palate, and mandi-
ble. Therefore, the frequency of SB increases an 
effort to get more oxygen [138].

Before SB occurs, activation of the TCR 
causes a sequence of physiological changes 
starting with an increase in respiratory rate, fol-
lowed by an increase in EEG activity and then 
an increase in heart rate [139]. Brunelli demon-
strated that when using a spring device that 
keeps the teeth apart and performing partial jaw 
movements, it caused prolonged reduction of 
blood pressure and heart rate [140]. Chase iden-
tified the specific neurons in the medullary retic-
ular formation that are responsible for the 
inhibition of the postsynaptic trigeminal motor 
neurons during active REM sleep, which caused 
masseter muscle atonia [141]. In a study using 
transcranial magnetic stimulation, Gastaldo 
found data suggesting that the trigeminal motor 
system has a group of interneurons that modu-
late. The alteration in excitability of these inter-
neurons can increase the firing of the trigeminal 
motor neurons during sleep arousals, causing 
excessive masseter muscle contractions, seen in 
SB [142].

8.6  OSA Correlation to Dental 
Conditions

8.6.1  Sleep Bruxism

Bruxism is of great interest to researchers and cli-
nicians in the dental, neurology, and sleep medi-
cine communities. Common clinical symptoms 
associated with bruxism are craniofacial pain, 
tooth wear, tooth sensitivity or pain, and failing 
dental restorative treatments [143].

There are four definitions of bruxism based on 
the perspective from organizations defining the 
term. The definition of bruxism formulated in the 
Glossary of Prosthodontic Terms Ninth Edition 
(GPT-9); in the Craniofacial Pain Handbook 
(CPH) published by the American Academy of 
Craniofacial Pain; in the Orofacial Pain Guideline 
for Assessment, Diagnosis, and Management, 
Fourth Edition (OFPG-4), published by the 
American Academy of Orofacial Pain; and in the 
International Classification of Sleep Disorders 

Third Edition (ICSD-3). These four definitions 
have been critically scrutinized by these organi-
zations, after which a new definition of bruxism 
was proposed.

The Glossary of Prosthodontic Terms Ninth 
Edition (GPT-9) has two definitions for bruxism: 
“(1) the parafunctional grinding of teeth; (2) an 
oral habit consisting of involuntary rhythmic or 
spasmodic nonfunctional gnashing, grinding, or 
clenching of teeth, in other than chewing move-
ments of the mandible, which may lead to occlu-
sal trauma; nocturnal bruxism, occlusal neurosis, 
tooth grinding” [144].

The Craniofacial Pain Handbook (CPH) 
defines bruxism as “Grinding or gnashing of the 
teeth when not masticating or swallowing. 
Gnashing and grinding of teeth. An unconscious 
habit usually limited to the sleeping period but 
sometimes occurs under the strain of mental or 
physical concentration. Diurnal or nocturnal 
parafunctional activity including clenching, brac-
ing, gnashing and grinding of the teeth. In the 
absence of subjective awareness, can be diag-
nosed from presence of clear wear facets that are 
not generated by masticatory function. Diurnal or 
nocturnal parafunctional activity including 
clenching, bracing, gnashing and grinding of the 
teeth. In the absence of subjective awareness, 
past bruxism can be inferred from presence of 
clear facets that are not interpreted to be the result 
of masticatory function, and contemporary brux-
ism can be observed through sleep laboratory 
recordings. (1) The parafunctional grinding of 
teeth. (2) An oral habit consisting of involuntary 
rhythmic or spasmodic nonfunctional gnashing, 
grinding or clenching of teeth, in other than 
chewing movements of the mandible, which may 
lead to occlusal trauma- called also tooth grind-
ing, occlusal neurosis” [145].

The Orofacial Pain Guidelines for Assessment, 
Diagnosis, and Management, Fourth Edition 
(OFPG-4) defined bruxism as: “Diurnal or noctur-
nal parafunctional activity including clenching, 
bracing, gnashing, and grinding of teeth; in the 
absence of subjective awareness, past bruxism can 
be inferred from the presence of clear wear facets 
that are not interpreted to be the result of masticatory 
function, and contemporary bruxism can be observed 
through sleep laboratory recordings” [146].
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The International Classification of Sleep 
Disorders Third Edition (ICSD-3), defines 
 bruxism “as a repetitive jaw-muscle activity 
characterized by clenching or grinding of the 
teeth and/or bracing or thrusting of the mandible. 
Bruxism has been divided into its two circadian 
manifestations known as sleep bruxism and 
awake bruxism” (ICSD-3).

ICSD-3 classifies sleep bruxism among the 
sleep-related movement disorders which was 
previously among the parasomnias. The 
International Classification of Sleep Disorders 
Third Edition defines bruxism as “an oral activ-
ity characterized by grinding or clenching of 
the teeth during sleep, usually associated with 
sleep arousals” [147].

When sleeping, frequently repeated jaw mus-
cle contractions occur and are referred to as 
rhythmic masticatory muscle activity (RMMA). 
When looking at electromyographic tracings, 
RMMA has two forms, phasic and tonic contrac-
tions. Phasic contractions are repetitive jaw mus-
cle activity, and tonic contractions are an isolated 
sustained jaw clenching. The tooth grinding 
sounds are referred as sleep-related bruxism 
[147].

This can lead to abnormal tooth wear, tooth 
pain, jaw muscle pain, and headaches. Sleep 
bruxism may also result in sleep disruption in 
association with sleep arousal. The sounds made 
by friction of the teeth can be quite loud and dis-
turb the bed partner or others nearby [147] 
(Fig. 8.4).

8.6.2  Malocclusion

Malocclusion is the misalignment of teeth and 
the jaw. In obese patients, hyperplastic soft tis-
sue is one of the predisposing factors causing 
OSA. Whether the same holds true for nonobese 
patients is questionable. There is no substantial 
literature supporting the statement that maloc-
clusion is an independent risk factor of 
OSA. The editorial study conducted in 2008 on 
97 male patients with the help of diagnostic 
tools such as cephalometric and dental analysis 
concluded that increased overjet and overbite 
are related to the propensity of OSA severity in 
nonobese patients. Malocclusion is such an 
irregularity that tends to make a subject breathe 
through their mouth more prominently as com-
pared to nasal breathing. Furthermore, evidence 
is increasing which demonstrates that OSA 
patients have dentofacial/skeletal characteristics 
associated with a narrow upper airway [148]. In 
turn, that leads to the downward and backward 
rotation of the mandible, tongue, and occlusion 
into the retropalatal (velopharynx) and retro-
glossal (oropharynx) [148–152]. Please refer to 
Fig. 8.5. If a person has an increase in overjet 
and overbite, then they will tend to breathe 
through their mouth and that in turn leads to 
retro-inclination of maxillary and mandibular 
incisors and hence increases the severity of mal-
occlusion. Please refer to Fig. 8.5. We can con-
clude that overjet in nonobese subjects may 
possibly occur due to mandibular hypoplasia or 

Dental clinical signs of bruxism

Worn dentition Due to the forces placed on the teeth
Fractured restorations Due to the forces placed on the teeth
Abfractions Due to concavity of the tooth structure at the gum line caused by lateral forces placed 

on the teeth
Tori Overgrowth of bone typically seen in the lingual aspect of the teeth, either at the 

middle of the palate or on the premolar section of the mandible
Buccal exostosis Overgrowth of bone on the cheek side of the teeth
Loosening of teeth Caused by trauma from bruxism
Tooth sensitivity Due to the trauma caused by bruxism
Gingival recessions Caused by a response to the forces placed on the periodontium
Muscle pain Caused by overworked muscles
TMJ-related symptoms Internal derangement, clicking, popping, crepitus, capsulitis, arthralgia, ear pain or 

fullness, dizziness, myalgia, cephalgia, pain or tenderness of the neck and shoulder, 
pain or pressure behind the eyes, pain or sensitivity of the dentition
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a b

c d

Fig. 8.4 (a) Attrition associated with sleep bruxism. 
Notice the wear of the lower teeth. Image provided by 
“Dr. G.  Gary Demerjian”. (b) Severe attrition seen in 
sleep bruxism. Notice the flat edges of the upper and 
lower teeth. Image provided by “Dr. Pooja Goel”. (c) 
Severe recession and abfraction. Abfractions are indenta-

tions of the teeth at the gum line, as seen in this photo 
where tooth-colored fillings have been placed. Image pro-
vided by “Dr. G. Gary Demerjian”. (d) Buccal exostosis. 
Overgrowth of bone indicated by the arrow. Image pro-
vided by “Dr. G. Gary Demerjian”

Retruded
Mandible

a b

c d

Fig. 8.5 Maxillary and mandibular relationship. Adapted 
from Miyao E et al. (a) Maxillary protrusion/mandibular 
retrusion, (b) deep overbite, (c) upper airway and protru-

sion of maxillary anterior teeth during sleep in a patient 
with mouth breathing, (d) measurement of overbite and 
overjet
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a retrognathic placed mandible and can lead to 
OSA.  Also, the Sella-Nasion to B point angle 
(SNB) is smaller, less than 80°, in nonobese 
patients according to this study and is a bony 
irregularity which can lead to the propensity of 
OSA. The lateral cephalometric steiner analysis 
depicts a recessive mandible. Please refer to 
Fig. 8.6 [150, 153]. The hypothesis is that max-
illofacial anomaly, also known as malocclusion, 
may play a critical role in increased propensity 
of OSA. The supportive fact for the hypothesis 
is that the inability of the lip closure around an 
increased overjet/overbite in subjects can even-
tually lead to increased tension in the orbicu-
laris oris muscle, which will lead to the 
imbalance of pressure in the ring of muscles of 
orbicularis oris, buccinator, and constrictor 
superior muscles. The ring of muscles men-
tioned above plays a crucial role in the physiol-
ogy of breathing in human beings. Any unwanted 
increase in the tension of these muscles can lead 
to a narrowing of the airway and decrease the 
posterior airway space and contribute to OSA in 
patients [154]. The effects of oral appliances on 
OSA and the upper airway, involving alterations 
in the dentofacial morphology, have been inves-
tigated extensively by the dental field of ortho-
dontics [155–158].

Class I
Class I is known as normal occlusion. When the 
jaw and the molars are in normal alignment, how-
ever the teeth may be crowded/rotated or miss-
ing. Normal position of the tongue rests against 
palate posing a balancing force on the teeth 
between the tongue and cheek muscles.

Class II
Class II is known as retrognathia of the mandible. 
An overbite occurs when the mandible is defi-
cient, and therefore the maxilla protrudes over 
the mandible.

It has been accepted for decades that dental 
arches in mouth breathers can be influenced by 
an imbalanced muscular function [159]. Nasal 
breathing due to obstruction can impact the facial 
growth was acknowledged, by Schendel 
described as a long face [160]. The dental rela-
tionship is mostly determined by genetics [161] 
and adaptation to breathe; therefore mouth 
breathing is a secondary etiological factor to 
class II development.

Several observational studies found that a 
class II malocclusion seen in permanent dentition 
had an underlying skeletal imbalance which can 
be detected as a distal step in the primary or 
deciduous dentition [162–164]. Baccetti et  al. 

Fig. 8.6 SNA angle. 
Adapted from Nabil 
et al. SNA landmarks 
from the lateral 
cephalometric analysis 
are circled
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concluded that in the primary dentition, when 
looking at the dental relationships in the sagittal 
plane, the mandibular teeth will have a distal 
step, the canine will be in a class II relationship, 
and an excessive overjet will be seen. A trans-
verse interarch discrepancy is due to a narrower 
maxillary arch which is a common feature of 
early class II malocclusion. Skeletal findings of 
class II malocclusion in children is clinically 
seen as mandibular retrusion and shorter total 
mandibular length [162]. When looking at the 
transition during mixed dentition, class II occlu-
sal characteristics are either maintained or even 
worsen. Treatment to correct the class II maloc-
clusion should be initiated in all three planes of 
space by expanding the maxilla and using man-
dibular repositioning to aid in the skeletal 
development.

As the mouth stays open to breathe, the tongue 
does not rest against the palate to resist the forces 
of the facial muscles; thus the maxillary arch can 
become narrow, and the mandible rotates back 
and down, causing an anterior open bite and a 
posterior crossbite. Environmental factors such 
as sucking habits (fingers or pacifier) and mouth 
breathing work as a secondary cause in creating 
an anterior open bite [74, 165]. Mocellin et  al. 
found palatal constriction in 63% of mouth 
breathers and 5% of nasal breathers. This demon-
strated the correlation of posterior crossbite to be 
significant factor for mouth breathers in relation 
to the general population [97]. Souki BQ and col-
leagues concluded in their study that children in 
primary dentition with nasal obstruction have a 
higher prevalence of posterior crossbite than the 
general population. Subjects in mixed and per-
manent dentitions, who present as mouth breath-
ers, were more likely to present with an anterior 
open bite and class II malocclusion. There is also 
a sample of mouth breathers with the presence of 
rhinitis, adenoid, and tonsillar hyperplasia where 
there is no association with the prevalence of 
class II malocclusion, anterior open bite, and 
posterior crossbite [97].

According to a study by Banabilh conducted 
on 120 adults, the class II malocclusion patients 
are significantly more prevalent in the OSA cat-
egory. The subjects with OSA, when compared 

to the control group, had a larger number of can-
didates with a convex profile, class II malocclu-
sion, and the V-shaped palate [166]. Similarly, 
another study conducted in 2008 supports the 
hypothesis that malocclusion and OSA are 
linked in nonobese subjects. Specifically, those 
with an overjet bite had increased chances of 
OSA [150].

Class III
Class III is when the mandible is larger than the 
maxilla that causes the anterior teeth to be edge 
to edge or an underbite [70]. Most cases of skel-
etal discrepancy are due to insufficient growth of 
the maxilla or an overgrowth on the mandible. 
The tongue position in class III subject is resting 
at the lower dental arch. If the tongue is not filling 
the palate to balance the buccal forces of the 
facial muscles, that can cause a narrowing the 
maxillary arch. This author believes that due to 
the tongue position and the need to breathe, the 
patient will subconsciously protrude the jaw, thus 
causing a dental and skeletal class III.

Iwasaki et al. compared the cephalometric of 
class I to class III regarding the position of the 
maxilla, the mandible, and the oropharyngeal air-
way. The class III group had mandibles more 
anterior than the class I group. There was no dif-
ference in the nasopharynx, but the oropharyn-
geal airway was significantly larger in the class 
III group, indicating a low tongue position [167]. 
Also, the difference of the oropharyngeal width 
was wider in the class III, indicating hyperplasia 
of the palatine tonsil. In class III children, the 
hypertrophy of the palatine tonsils and the lower 
position of the tongue affect both occlusal rela-
tionships and upper airway space [70, 168–170]. 
With the use of CBCT, children with class I mal-
occlusion had a square oropharyngeal airway 
84% of the time, and children with class III mal-
occlusion had a relatively flat rectangular shape 
70% of the time, either in the lateral direction 
(55% wide) or anteroposterior direction (15% 
long) [167].

Cross-sectional area of the oropharynx tends 
to be wider in proportion to the severity of the 
class III malocclusion, thus indicating the class 
III children have less occurrence of OSA. Several 
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studies found that the base of the tongue is 
3.0 mm inferior in patients with severe OSA than 
in those with mild to moderate OSA [171] 
(Fig. 8.7).

Breastfeeding and Non-Nutritive Sucking 
Habits
There is considerable body of literature indicat-
ing the link between breastfeeding and non-nutri-
tive sucking patterns such as thumb-sucking and 
pacifier into the proper development of dental 
arches. There is concrete evidence suggesting 
that non-nutritive sucking habits can lead to an 
increased propensity of malocclusion such as 
anterior open bite in the primary dentition. In the 
study conducted by Romero, it was concluded 
that consistent breastfeeding for 12  months 
decreased the chances of an anterior open bite by 
3.7 times. Comparatively, consistent yearly non-
nutritive sucking habits increased chances of 
malocclusion development by 2.38 times. 
Interestingly enough, there was another finding 
having to do with the length of duration of breast-
feeding. If an infant was breastfed for less than 
6  months, their chances of developing an 
improper dental arch was increased by 5.35 as 
compared to infants who were breastfed for more 
than 12 months. The anterior open bite and devel-
opment of malocclusion lead to dental skeletal 
alterations which caused improper swallowing 
pattern, improper speech, and improper posture 
of tongue in the position [172]. Certain congeni-

tal conditions such as ankyloglossia (tongue-tie) 
can pose difficulty occasionally in breastfeeding 
neonates and infants. Approximately 4.2–10.7% 
newborns are affected with tongue-tie. Tongue-
tie is a condition where mobility of the tongue is 
limited due to an exceptionally short lingual fre-
num. The research conducted by Rowan-Legg on 
36 neonates with ankyloglossia showed that there 
is evident incidence of latching difficulty ranging 
from 19% when compared to a control group 
where there was 0% difficulty. Furthermore, 
breastfeeding was overall proven to be difficult 
with neonates suffering from ankyloglossia by 
25% when compared to the control group who 
had 0% difficulty. A procedure known as frenot-
omy can be performed if there are major breast-
feeding issues caused by tongue-tie to relieve in 
neonates [172]. When there is a tight maxillary 
frenum, the newborn will have improper latching 
of the breast, creating a difficulty with breast-
feeding [173].

If the newborn cannot breastfeed, the tongue 
will not function properly and be trained for 
proper swallow patterns. During suckling, the 
tongue places forces on the breast to extract the 
milk and to move it from the front of the mouth to 
the posterior of the mouth to swallow. The man-
dible also moves forward and back with the 
tongue to move the bolus of milk. This movement 
of the tongue will develop the palate, and the 
mandibular movement will develop mandibular 
growth. Therefore, releasing the maxillary and 

Wide Square Long

Fig. 8.7 Oropharyngeal airway shapes. Adapted from Iwasaki T et al. The arrows are pointing to the oropharyngeal 
airway
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lingual frenum requires an early diagnosis and 
treatment. This can potentially prevent develop-
mental problems [173].

However, according to Sum there is research 
suggesting certain parafunctional habits; non-
nutritive sucking habits such as digit sucking and 
pacifier have detrimental effect on dental occlu-
sion and dental arches. According to this 2015 
study conducted on 851 children, between the 
ages of 2 and 5, these habits can lead to the devel-
opment of anterior open bite, decreased overbite, 
increased overjet, posterior cross bite, and con-
stricted arches. Narrow maxillary arches are quite 
frequently associated with digit sucking. 
Breastfeeding more than 6 months can lead to a 
proper development of dental relationship by 
developing the arches into anterior sagittal and 
transverse dimensions. Constant breastfeeding in 
children for more than 6 months leads to a lower 
frequency of development of class II incisal rela-
tionship, less increased overjet, and a wider inter-
canine and intermolar widths. Hence, we can 
conclude that proper development of arches will 
lead to proper swallowing function, speech func-
tion, and proper posture of the tongue and the 
correct balance of forces between orofacial mus-
culature [174]. In conclusion, getting rid of para-
functional habits and following proper 
breastfeeding way of nutrition for neonates will 
lead to less craniofacial development abnormali-
ties and help the children to develop a normal 
airway leading in proper breathing.

Bi-Extractions and Narrow Dental Arches
There is controversy regarding the effects of four 
premolar (bicuspid) extractions on the oropharyn-
geal airway. In orthodontic premolar extraction 
cases, the treating dentist or orthodontist is look-
ing at trying to correct issues of crowding or 
bimaxillary dentoalveolar protrusion. In a study 
of adolescents, orthodontic treatment was done in 
combination with extraction of four premolars, 
resulting in no influence on oropharyngeal airway 
volume [175]. Germec-Cakan reported a narrow-
ing of the oropharyngeal airway in orthodontic 
cases following four bicuspid extractions, where 
maximum anchorage was used in retraction of the 
anterior teeth. Conversely, when the anterior teeth 

were not distalized and the molars were medial-
ized, the airway dimension was increased [176]. 
In a study, 14 children were chosen who had a 
malocclusion and OSA confirmed with a 
PSG. Ten of the subjects completed rapid maxil-
lary expansion (RME) over a 12-month period. 
Two of the children had a fail result. Of the other 
eight subjects, the apnea-hypopnea index (AHI) 
decreased by the end of the treatment period, and 
the symptoms had resolved. Two years after the 
end of RME, there were no significant changes in 
the AHI [177]. Any changes in the position of 
incisors and soft tissue can potentially affect 
tongue position and oropharyngeal airway [175]. 
In bimaxillary protrusive patients, extraction of 
four premolars and retraction of the incisors 
affected velopharyngeal, glossopharyngeal, hypo-
pharyngeal, and hyoid position [178]. In a sys-
tematic review, Hu Z concluded that based on the 
current evidence, more trials are needed with reli-
able evidence. In cases of extractions, followed by 
retraction of the anterior teeth (reducing the incli-
nation of the incisor) causes upper airway narrow-
ing by reducing the tongue space and causing 
retraction of the tongue. Mesial movement of the 
molars increased the posterior tongue space 
enlarging the oropharynx dimensions [148].

If we treat OSA cases in the early develop-
mental phase, we can potentially help develop 
patients skeletally in the dentofacial region 
when they are in mixed dentition, to possibly 
avoid extraction of permanent teeth and widen 
the dental arches to create more room to the 
tongue in the long term. When looking at skele-
tal discrepancy cases, such as class II or class 
III, there is usually underdevelopment of man-
dible or maxilla [166]. If there is any underde-
velopment, we believe that when teeth are 
extracted in order to close that space, the ante-
rior teeth have to be retracted, thus resulting in 
reduction of space for the tongue. Furthermore, 
as the subject grows into adults, all of the hard 
and soft tissues continue to grow and develop 
except the size and shape of the teeth. We need 
long-term studies showing the relationship 
between dentofacial airway development, respi-
ratory function, and oropharyngeal collapsibil-
ity (Fig. 8.8).
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Tori
There is insufficient of evidence directly asso-
ciating maxillary and mandibular and tori to 
OSA.  The concept of bone remodeling or 
growth as it adapts to mechanical forces is 
called Wolff’s law. However, this is not always 
true and is comprised of various processes 
[179]. According to Drs. Prehn and Simmons, 
parafunctional habits such as clenching and 
grinding can be secondary to offset the 
restricted or reduced airway caliber to prevent 
its collapse. Patients with sleep bruxism as a 
result of sleep-disordered breathing such as 
OSA are prone to lead to formation of buccal 
exostoses and the mandibular tori [180]. 
Mandibular tori are more frequently found 
bilaterally on the premolar area onto the lin-
gual aspect of the mandible. Overgrowth of 
bone in the oral cavity can lead to narrowing of 
the oral cavity volume and will leave minimal 
space for the tongue to rest in the floor of 
mouth. Hence, the tongue will have a tendency 
to fall back into the upper airway due to grav-
ity. Eventually, the oropharyngeal region will 
crowd and cause upper airway obstruction. 
Upper airway narrowing can lead to 
OSA. There is no cause and effect relation with 

tori and OSA. The surgical removal of tori has 
led to improvement of OSA in many cases. 
Once the tori are removed, the oral volume is 
increased which then allows the tongue to have 
more room and open airway. Although there is 
not a direct relation between tori and OSA, 
there is an indirect link [181]. In another 2016 
recent study, it was concluded that if the tori 
are larger than 2 centimeters, then the possibil-
ity of OSA in a patient may be present [182]. If 
a patient has these kinds of malformations of 
bone morphology and has associated sleep-
related issues, he/she should be asked to get a 
sleep study done by the sleep physician to rule 
out the possibility of sleep apnea. In children if 
parents do bring out the concern of habitual 
snoring, clenching, and grinding and evident 
wear and tear on the primary dentition noticed 
by the dentist, they should be given a referral 
for the sleep physician or the ear, nose, and 
throat specialist to rule out the OSA. Tori and 
nocturnal bruxism are not the telltale symp-
toms for the diagnosis of sleep apnea but can 
be a valuable diagnostic tool in the armamen-
tarium of dentist to rule out the classic triad of 
TMD, sleep-disordered breathing, and maloc-
clusions [180] (Fig. 8.9).

a

c

b

Fig. 8.8 (a) Deep bite malocclusion. A deep bite occurs 
when the upper anterior teeth cover most of lower front teeth. 
Image provided by “Dr. G. Gary Demerjian”. (b) Missing 
first premolars. Extraction of bicuspids causes a shortening 
and narrowing of the Dental arch resulting in less room for 

the tongue. Image provided by “Dr. G. Gary Demerjian”. (c) 
Interproximal spacing. Notice the spacing between the teeth. 
Four premolars were extracted on this person, and tongue is 
pushing when swallowing due to the limited tongue space. 
Image provided by “Dr. Chetan Parikh”
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8.7  Dentofacial Changes Via 
Orthodontic/Orthopedic 
Treatments

8.7.1  Maxillary Expansion

The term maxillary constriction refers to a narrow 
maxilla, in the lateral dimension relative to the 
mandible. Maxillary arch width was significantly 
smaller in the groups of OSA and snoring children 
than in the control group [12]. Based on clinical 

observations, many clinicians suggest that maxil-
lary constriction may also play a role in the patho-
physiology of OSA. The maxillary arch width is 
measured by the distance between the first molars 
[183]; this can be seen clinically in OSA patients 
[184]. It is known that subjects with narrow max-
illa have increased nasal resistance causing one to 
mouth breathe [185] and causing the tongue to 
acquire a low posture [186, 187]. A low tongue 
posture can result in retroglossia, causing oropha-
ryngeal narrowing and possibly affecting OSA 

a b c
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Fig. 8.9 (a) Maxillary tori. Notice the overgrowth of 
bone at the center of the palate. Maxillary tori are due to 
the stimulation and flexion of the maxillary sure caused by 
bruxism. At the right arrow is a sore spot which is healing 
due to abrasion from eating hard food. Image provided by 
“Dr. G. Gary Demerjian”. (b) Bilateral lingual mandibular 
tori. Mandibular lingual tori are the overgrowth of bone 
cells (osteoblasts) due to stimulation from bruxism. Image 
provided by “Dr. G. Gary Demerjian”. (c) Narrow maxil-
lary arch and high-vaulted palate. Clinical symptoms seen 
in patient with snoring and sleep apnea. Image provided 
by “Dr. G. Gary Demerjian”. (d) Elongated uvula. Due to 

the pulling of the uvula during snoring. Image provided 
by “Dr. G. Gary Demerjian”. (e) Enlarged tongue. Large 
tongue placed above the occlusal plane of teeth. Image 
provided by “Dr. Pooja Goel”. (f) Scalloped tongue. The 
side of the tongue is scalloped taking the shape of the 
teeth, indicated by the arrow. Image provided by “Dr. 
G.  Gary Demerjian”. (g) Enlarged tonsils. Notice the 
uvula touching the tonsil on the left and the tonsil on the 
right is half way between the pharyngeal wall and the 
uvula. Image provided by “Dr. Mayoor Patel”. (h) 
Elongated and edematous uvula and soft palate. Image 
provided by “Dr. Chetan Parikh”
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[188, 189]. In cases of Marfan’s syndrome, which 
is characterized as having a high palatal arch with 
maxillary constriction, they are known to have a 
high prevalence of OSA, where the degree of sleep 
apnea is correlated with the measurements of the 
maxilla [190].

Several studies have investigated the radio-
graphic changes after maxillary expansion of the 
nasal cavity using a posterior-anterior cephalomet-
ric radiograph [185, 191]. Acoustic rhinometry was 
used before and after expansion, which revealed an 
increase in the nasal volume and minimum cross 
section and a decrease in nasal resistance [71, 192, 
193]. Due to the variations in the individual response 
to the expansion, the degree of reduction of nasal 
resistance cannot be predicted [194, 195], but over 
50% of patients with maxillary expansion subjec-
tively reported an improvement of breathing [194].

Maxillary expansion has been studied for years 
and recently with the use of mini-implants (MI), 
also known as temporary anchorage device (TAD). 
Maxillary expansion separates the mid-palatal 
suture and cause less tipping of the teeth, depending 
on the type of expander being used [196]. The use 
of TADs has expanded to include various clinical 
applications: correction of deep bite and occlusal 
cants; closure of extraction spaces; dental midline 
alignment; intrusion, extrusion, and uprighting of 
teeth; retraction of anterior teeth; medialization and 
distalization of posterior teeth; and correction of 
sagittal discrepancies and vertical skeletal discrep-
ancies which traditionally require orthognathic sur-
gery [197–202]. Several investigations have 
evaluated the failure rates and success rates of MIs 
and risk factors associated with their use as tempo-
rary anchorage devices (TADs) for orthodontic pur-
poses. According to these studies, the success rates 
of MIs have significantly increased to between 75.2 
and 90.7%. Researchers believe that MIs have 
already become efficient anchorage devices for 
orthodontic purposes and suggest them as the con-
ventional anchorage devices of future everyday 
clinical practice [199–201].

8.7.2  Hyoid Bone

The connection of the hyoid bone to the sur-
rounding musculature has been implicated in 

maintaining oropharyngeal patency. Various 
studies have demonstrated that changes in man-
dibular position can result in changes to the hyoid 
position [203]. Several studies reported that 
patients with mandibular retrognathia had a pos-
terior position of the hyoid bone and an associa-
tion with narrowing of the oropharyngeal airway 
[204, 205]. In a cephalometric study of skeletal 
class I compared with class III subjects, Adamidis 
and Spyropoulos found a significant difference in 
the position of the hyoid bone [206]. The contrac-
tion of the hyoid muscles caused a reduction of 
airway resistance as a response to chemical, 
vagal, and negative-pressure stimuli [76]. There 
is also a correlation between the length of the 
hyoid bone muscles, head position, and upper air-
way volume [207]. In an orthodontic study, 
Parisella V found in cephalometric analysis that 
the hyoid position was modified by maxillary 
arch expansion, reconditioning tongue posture 
and function. Orthodontic treatment resulted in 
the skeletal improvement of class II malocclusion 
of the skeletal class I [208]. In surgical studies, 
surgical advancement or setback of the mandible 
influences the hyoid position. The hyoid bone is 
typically described as being inferiorly positioned 
in OSA patients [154, 209]. The oropharyngeal 
airway was shown that mandibular advancement 
resulted in a forward displacement of the hyoid 
with minimal widening of the pharyngeal airway 
[210], whereas in surgical mandibular setback 
cases, the opposite was true [203, 210]. The 
mechanics of an oral appliance for the treatment 
of OSA is mandibular advancement to cause ten-
sion of the pharyngeal muscles in order to keep 
the airway patent. Therefore, when advancing the 
mandible with an oral appliance, the hyoid 
 position can be a determining factor of airway 
patency.

8.8  Dental Orthopedic Jaw 
Position: Loss of Vertical 
Dimension/Bite Collapse

Pharyngeal narrowing can occur at the orophar-
ynx, at the level of the tongue and soft palate or 
hypopharynx. Several structural changes in cra-
niofacial morphology have been associated with 
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OSA pathogenesis, such as retrognathia of the 
mandible, posterior placed pharyngeal walls, 
macroglossia, and soft palate collapsibility [211]. 
Loss of vertical dimension due to loss or absence 
of teeth produces prominent anatomical changes 
that influence oropharyngeal size and function, 
therefore resulting in reduction of the lower face 
height and mandibular rotation [212]. In several 
studies, Bucca and his colleagues show a worsen-
ing of OSA with the extraction of teeth where the 
subject slept without their dentures. They 
observed the retropharyngeal space (RPS) and 
posterior airway space (PAS) to be reduced. 
Anatomical changes were caused by the decrease 
in vertical dimension of occlusion (VDO) result-
ing in the collapse of orofacial structures [213]. 
In same edentulous subjects, after wearing com-
plete dentures and having an acceptable VDO, 
the RPS and PAS were found to increase, result-
ing in an improvement of the OSA, due to resto-
ration of the VDO [214]. This also applies to 
patients with deep overbite, where the tongue has 
no room but to retract into the oropharyngeal air-
way (Fig. 8.10).

8.8.1  American Academy of Dental 
Sleep Medicine (AASM)

8.8.1.1  Recommendation on Dental 
Sleep Appliance Therapy

Whether or not the oral appliance is an effective 
treatment modality for the treatment of OSA 
used to be a matter of debate, perhaps owing to 

fewer number of studies. There is a wealth of lit-
erature on the efficacy of oral appliances in the 
treatment of OSA in the past few years. A task 
force of seven members, three physicians board 
certified in sleep medicine, two dentists, and two 
AASM research staff members were put together 
to develop the guidelines stated below [215].

8.8.1.2  Suggested Recommendations
 1. Sleep physicians should prescribe oral appli-

ance therapy, rather than no treatment, for 
adult patients who do not have OSA and want 
treatment for primary snoring. (Standard)

When we weigh the benefits over risk, cer-
tainly the benefits are lot more in controlling 
the health consequences of snoring by provid-
ing the treatment for it. If the primary snorers 
have tried the other treatment modalities such 
as weight loss and positional therapy and want 
another treatment, then they should be pre-
scribed for an oral appliance by the sleep phy-
sician, to be fitted by a qualified dentist [215].

 2. When sleep physicians prescribe oral appli-
ance therapy (OAT) for adults with OSA, 
qualified dentists should fabricate custom, 
titratable appliances over prefabricated appli-
ances. (Guideline)

An evidence-based systematic review 
clearly shows that the custom titratable oral 
appliances are effective in improving the sleep 
physiologic sleep parameters such as decreas-
ing the AHI index, decreasing the arousal 
index, increasing the oxygen saturation, and 
possibly also improving the daily function and 
quality of life. Therefore, OAT should be con-
sidered as treatment of choice for the patients 
who are suffering from OSA and cannot toler-
ate CPAP or prefer alternate therapy [215].

 3. Sleep physicians should consider prescribing 
OAT, for patients diagnosed with OSA who 
are CPAP intolerant or prefer alternative treat-
ments, rather than no treatment. (Standard)

Although some of the sleep physiologic 
parameters such as AHI, arousal index, ODI, 
and oxygen saturation levels are better 
improved by CPAP as compared to OA, the 
adherence is better with OA.  Hence an oral 
appliance outweighs the efficacious nature of 
CPAP and should be offered to adult patients 

Fig. 8.10 Deep overbite. Image provided by “Dr. G. Gary 
Demerjian”
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who are intolerant to CPAP and prefer alterna-
tive therapy [215].

 4. Qualified dentists should regularly monitor 
OAT outcomes for OSA patients to minimize 
the occurrence of undesirable side effects. 
(Guideline)

The side effects caused by the use of OAT 
are not permanent or major in nature. All the 
therapies have pros and cons, and having said 
that OAT for the treatment for OSA is no differ-
ent. With the proper supervision and constant 
follow-up by the dentist, the impact of undesir-
able side effect can be superseded [216].

 5. Sleep physicians should perform follow-up 
sleep testing to confirm or improve OAT effi-
cacy. (Guideline)

In many instances, after the subjective 
relief of symptoms, patients might have resid-
ual OSA and high AHI. The follow-up sleep 
testing with sleep physicians can allow the 
dentist to redesign or further titrate the appli-
ance to achieve better efficacy and success 
with the oral appliance [216].

 6. Sleep physicians and qualified dentist should 
instruct adult OSA, who are being treated with 
OAT, to return for periodic follow-up visits. 
(Guideline)

  For a chronic condition like OSA, even after 
the successful treatment, the recommendation 
is to do 6-month follow-up for the first year 
followed by yearly follow-up visits. This pro-
posal is made to make sure that dentist can 
oversee the condition of oral appliance such as 
excessive wear and tear, cracks, discoloration, 
and lack of retention. Also, if the patient’s 
symptoms have come back, then further sleep 
testing can be done by sleep physician, and 
depending on the results, either a new appli-
ance can be made or the old appliance can be 
titrated further [216]. All of this is possible 
only if the protocol is followed for the peri-
odic visits after rendering the treatment.

8.9  Medical Intervention

8.9.1  Diagnosis

Whether a patient has OSA or is at risk of devel-
oping the complications of OSA is a complex, 

multifold method. The most important step in the 
diagnosis of OSA is to start with a complete 
sleep-oriented history and a physical examina-
tion carried out by a sleep physician. Following 
the initial exam, if a patient falls into a high pre-
test probability of suffering with sleep-disordered 
breathing, then they should be referred for further 
objective testing conducted by an acceptable 
method in order to have an established diagnosis 
of OSA.  The two commonly used methods for 
objective testing are an in-laboratory PSG and 
with portable monitors (PM). The two out of 
many major AASM practice parameters to be 
diagnosed with OSA with PSG and PM are as 
such: PSG is routinely indicated for the diagnosis 
of sleep-related breathing disorders (Standard). 
PMs may be used to diagnose OSA when utilized 
as a part of comprehensive sleep evaluation in 
patients with a high pretest likelihood of moder-
ate to severe OSA (Consensus). PM testing is not 
indicated in patients with major comorbid condi-
tions including, but not limited to, moderate to 
severe pulmonary disease, neuromuscular dis-
ease, or congestive heart failure or those sus-
pected of having a comorbid sleep disorder 
(Consensus) [1].

8.9.2  Treatment Options

A long-term, multidisciplinary course of medi-
cal intervention should be considered for a 
chronic disease like OSA. There are behavioral/
medical/surgical options along with some very 
effective adjunctive therapies such as weight 
loss, positional therapy, myofunctional therapy, 
or pharmacological intervention which are used 
along with the major primary treatment ren-
dered for the treatment of OSA for better suc-
cess and improvement of results. The patient 
should be completely engaged in the discussion 
of the commonly offered treatment options, 
including their associated modalities, risks, and 
benefits. OSA management is evaluated by 
looking at several factors such as decrease in 
daytime sleepiness, improvement in the oxygen 
saturation, improved quality of life measures, 
patient and spousal satisfaction, adherence to 
the therapy, and long-term management of sleep 
apnea. While fractional improvement may be of 
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significant benefit, achievement of the threshold 
level of apnea severity at which there is no sig-
nificant morbidity or mortality would appear to 
be the desired goal [1].

8.9.3  CPAP

The gold standard of care for the treatment of 
OSA is with positive airway pressure (PAP) ther-
apy. PAP is a treatment modality which leads to 
the pneumatic splinting of the upper airway. PAP 
can be of various kinds such as CPAP (continu-
ous positive airway pressure), bi-levels of pres-
sure in PAP, auto-PAP, or servo ventilation 
PAP.  Depending upon the severity of OSA, the 
initiation management and follow-up of PAP 
therapy should be approached by a multidisci-
plinary team. The patient should be well taught 
about the functionality, adherence, and mainte-
nance of their equipment to make it a success by 
their disease management team. After the initial 
PAP setup, active follow-up by the appropriate 
trained health providers is indicated yearly and as 
needed to troubleshoot PAP mask, machine, or 
usage problems [1].

8.9.4  Oral Appliance

Over the past decade, oral appliances have 
emerged as a well-proven alternative in the 
treatment of OSA. Oral appliance therapy 
(OAT) works by modifying the position of the 
mandible, the tongue, and the pharyngeal 
structures. A proper diagnosis of OSA should 
be made by a sleep physician followed by a 
prescription of oral appliance before the initia-
tion of OAT.  A complete dental examination, 
including the condition of teeth, periodontal 
tissues, and TMJ, is crucial prior to therapy. 
The AASM guideline is that custom-made 
titration appliance should be considered over 
non-custom appliance for better efficacy [215]. 
The meaningful definition of response must 
include outcomes such as improved sleep, 
improved oxygen saturation, decreased AHI, 
improved sleep architecture, improved EDS 
(excessive daytime sleepiness), and improved 
quality of life [217]. Additional cardiovascular 

and neurobehavioral outcomes should also be 
improved. A regular follow-up is required to 
make sure adherence is there and no recurrence 
symptoms and also to evaluate no breakage or 
wear/tear of appliance [216].

8.9.5  Surgical Treatment

Patients who cannot tolerate or failed PAP and 
OAT or patients with established diagnosis of 
OSA who have severe obstructive anatomy that 
is surgically correctable (e.g., tonsillectomy) or 
maxillary and mandibular deficiency and have a 
preference for surgery should be given an 
option of upper airway surgery [218]. Upper 
airway can be an important treatment option in 
patients and can help to resolve the concern of 
patient compliance to treatment modalities such 
as PAP and OAT therapy [219]. In order to be 
successful, upper airway surgeries require the 
proper patient selection, proper procedure 
selection, proper procedure execution, and 
proper skill set of the surgeon, recognizing the 
primary site of correctable probability, which is 
causing the OSA [218]. There are three main 
subdivisions for surgery alternatives. The first 
one is to reconstruct the upper airway including 
procedures such as nasal operations, uvulopala-
topharyngoplasty (UPPP), expansion sphincter 
pharyngoplasty (ESP), palatal implants, tonsil-
lectomy, tongue volume reduction, genioglos-
sal advancement, and maxillomandibular 
advancement (MMA). The second surgical 
alternative is the use of a hypoglossal nerve 
stimulator. The stimulator is implanted in the 
chest and acts like a pacemaker, and the lead 
wire is implanted under the tongue at the hypo-
glossal nerve. The hypoglossal nerve innervates 
the tongue muscles (genioglossus, hyoglossus, 
and styloglossus). It sends signals to the tongue 
muscles causing a contraction of the tongue 
muscles, thereby keeping the oropharynx open. 
The third surgical alternative is to bypass the 
upper airway by doing the surgery such as tra-
cheostomy [217]. With all the recent advance-
ments in the technology and new surgical 
approaches, there is a data suggesting a satis-
factory success rate of about 70 to 99% with 
combined surgical procedures [218].
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8.9.6  Adjunctive Therapy

Adjunctive therapies include weight loss, bariat-
ric surgery, positional therapy, myofunctional 
therapy, and pharmacological intervention. These 
therapies can be an immensely effective tool in 
your armamentarium, along with the primary 
treatment of OSA to improve the results 
drastically.

8.9.7  Bariatric Surgery

Bariatric surgery is indicated in patients with a 
body mass index (BMI) greater than or equal to 
40 kg/m2 or with BMI greater or equal to 35 kg/
m2 with potential comorbidities. Bariatric sur-
gery can lead to reduction in the 75% of RDI 
[220]. When speaking of BMI, 35  kg/m2 is 
equivalent to at least a height of 58 inches with 
a weight of 167 pounds. 40 kg/m2 is equivalent 
to at least a height of 58  in. with a weight of 
191 pounds (“body mass index”). A close and 
active follow-up with these patients is abso-
lutely critical. According to a study conducted 
on 600 subjects, it concluded that a 10% weight 
gain predicted in a 32% increase in AHI and a 
10% loss of weight predicted a 26% decrease 
in AHI [221]. According to the study con-
ducted by Maree when a proper 16-week diet 
and exercise program was tailored for patients 
with mild to moderate OSA, the results showed 
significant improvement in variables such as 
neurobehavioral and cardiometabolic out-
comes but no significant changes in sleep-dis-
ordered breathing [222].

8.9.8  Pharmacological 
Management

The exacerbation of existing OSA can be pre-
vented by the avoidance of sedatives and alcohol. 
AHI and apnea length increased significantly 
resulting in greater hypoxemia in subjects with 
severe OSA [223]. There is insufficient literature 
supporting the role of drug therapy in OSA. Drug 
therapy is not much of clinical value [217]. 

Certain medications such as SSRI, strychnine, 
nicotine, progesterone, protriptyline, and acet-
azolamide have been used in the past to increase 
the upper airway tone but are no longer used [44]. 
Supplemental oxygen has limited role in treat-
ment of OSA.  Some of these medications that 
have been shown to have beneficial effects on the 
treatment of OSA have been constrained because 
of their side effects. In patients with residual 
sleepiness after CPAP, FDA-approved drug such 
as modafinil, which is a wake-promoting agent, 
can be of beneficial use [224]. Thyroxine can be 
beneficial in patients suffering with OSA with 
hypothyroidism [44].

8.9.9  Myofunctional Therapy

There is evident literature supporting the role of 
myofunctional therapy as a very effective 
adjunctive tool in healthcare provider’s arma-
mentarium to treat OSA. The severity of OSA 
can be reduced by 50% reduction of AHI in 
adults and 62% in children according to the 
study conducted by Camacho M [225]. Upper 
airway patency is a result of complex interplay 
of the balancing forces between negative inspi-
ratory intraluminal suction as a result of dia-
phragm constriction and dilating forces of the 
pharyngeal muscles [219]. There have been 
unsuccessful attempts in improving the neuro-
muscular control of the abnormal pharyngeal 
dilator muscles with the aid of medications and 
nerve stimulators [219]. The myofunctional 
therapy is comprised of isotonic and isometric 
exercises that train the oropharyngeal structures 
such as soft palate, tongue, and facial muscles 
and the dilator muscles. The goal behind the 
myofunctional therapy is to increase the tonicity 
of the abovementioned muscles of oropharyn-
geal tissues and is to train the tongue to be posi-
tioned in the oral cavity at the right place, which 
is to place the tip of the tongue at the incisive 
papilla as the rest of the tongue is resting on the 
palate to encourage the nasal breathing as com-
pared to mouth breathing. The results according 
to the study done by Camacho M were impres-
sive. The results were as such; myofunctional 
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therapy reduced the snoring both subjectively 
and objectively. There was improved reduction 
in Epworth Sleepiness Score (ESS). Regardless 
of heterogeneity in the muscles of oral cavity 
and the nature of oropharyngeal exercises, there 
was a consistent improvement in the AHI and 
the subjective sleepiness scales [225].

8.9.10  Positional Therapy

There is wealth of data supporting the fact that 
the severity of OSA and the frequency of AHI 
events are far less in the lateral and non-supine 
positions as compared to supine position in OSA 
patients. What exactly happens in the lateral posi-
tion that leads to increased activity of dilator 
muscle activity and opens up the airway is ques-
tionable. According to the study conducted by 
Matsuzawa Y, the constriction of the oropharyn-
geal was more severe in the supine posture [226]. 
The hypothesis was supported by the fact that 
gravity plays an evident role in it and the tongue 
will fall backward leading to stenosis of the oro-
pharyngeal airway. According to the research 
study Tsuiki S, the velopharynx is the main con-
tributing culprit site of obstruction and is the nar-
rowest anatomical site in the pharynx and does 
keep changing with the different sleep positions 
[227]. The positional therapy thus can play a very 
important role as an adjunct therapy in addition 
to the primary treatment for OSA. By avoiding 
the supine posture, one can improve the subjec-
tive sleepiness and reduce the severity of AHI 
events in patients who have more events in the 
supine-related OSA [228]. Approximately 
30–50% of patients with OSA can be treated with 
positional therapy alone [229]. A very interesting 
finding is that supine-dependent apnea is more 
prevalent in young, lean, and lower BMI patients. 
The same study suggested that non-positional 
obese patients became supine dependent after 
losing weight [228]. The various positional ther-
apy methods are such as the use of the sleep posi-
tion trainer [86], positional pillows such as 
cervical pillows, various bumper belts such as 
slumber belt and Rematee belts, and lastly the 
elevation of the head by 30°.

 Conclusion

It has been an intriguing matter of debate 
which treatment option is better than the other. 
Our primary aim of this chapter was to show 
the correlation and improvements on immuno-
logic and physiologic effects of dental sleep 
appliance therapy based on the improvements 
seen with CPAP therapy, and according to a 
randomized control study conducted by 
Phillips, it concluded that CPAP is more effi-
cacious in reducing the objective variables 
such as AHI, arousal index, oxygen desatura-
tion index, and respiratory distress index 
(RDI), but the adherence and compliance was 
better with OAT. The 24-h mean arterial pres-
sure response was similar with both OAT and 
CPAP. However, neither one of the treatment 
options overall were able to improve the blood 
pressure. Similarly, other variables such as 
subjective sleepiness, driving simulator per-
formance, and analysis of improved quality of 
life responded in a similar manner with both 
the treatment options. OAT was noted to be 
efficient in improving four general quality-of-
life domains [230]. In a long-term study rang-
ing 2.5–4.5 years, OAT remained effective in 
improving RDI, fatigue, sleepiness, sleep 
quality, blood pressure, cardiac rhythm, and 
quality of life [231]. We can conclude from 
the study that even though CPAP and OAT 
both work hand in hand in the treatment of 
OSA, the adherence and better compliance 
with OAT offsets the efficacy of CPAP because 
of inferior compliance eventually resulting in 
the similar effectiveness. Therefore, consider-
ing the comorbidities associated with OSA 
and being improved with CPAP, the treatment 
with OAT should also improve these OSA-
related comorbid conditions.

References

 1. Epstein LJ, Kristo D, Strollo PJ, Friedman N, 
Malhotra A, Patil SP, Ramar K, Rogers R, Schwab 
RJ, Weaver EM, Weinstein MD. Clinical guideline 
for the evaluation, management and long-term care 
of obstructive sleep apnea in adults. J Clin Sleep 
Med. 2009;5(3):263–76.

8 Immunologic and Physiologic Effects of Dental Sleep Appliance Therapy



164

 2. Adult Obstructive Sleep Apnea Task Force of the 
American Academy of Sleep Medicine. Clinical 
guideline for the evaluation, management and long-
term care of obstructive sleep apnea in adults. J Clin 
Sleep Med. 2009;5(3):263–76.

 3. Tobin M.  Sleep-disordered breathing, control of 
breathing, respiratory muscles, and pulmonary func-
tion testing in AJRCCM 2001. Am J Respir Crit Care 
Med. 2002;165:584–97.

 4. Young T, Finn L, Peppard PE, Szklo-Coxe M, 
Austin D, Nieto J, Stubbs R, Hla KM.  Sleep dis-
ordered breathing and mortality: eighteen-year 
follow-up of the Wisconsin sleep cohort. Sleep. 
2008;31(8):1071–8.

 5. Coleman RM, Roffwarg HP, Kennedy SJ, 
Guilleminault C, Cinque J, Cohn MA, Karacan 
I, Kupfer DJ, Lemmi H, Miles LE.  Sleep–wake 
disorders based on a polysomnographic diag-
nosis: a national cooperative study. JAMA. 
1982;247:997–1003.

 6. Redline S, Tishler PV, Hans MG, Tosteson TD, Strohl 
KP, Spry K.  Racial differences in sleep-disordered 
breathing in African-Americans and Caucasians. Am 
J Respir Crit Care Med. 1997;155:186–92.

 7. Black AJ, Boysen PG, Wynne JW, Hunt LA. Sleep 
apnea, hypopnea and oxygen desaturation in nor-
mal subjects: a strong male predominance. N Engl J 
Med. 1979;300:513–7.

 8. Guilleminault C, Van den Hoed J, Mitler M. Clinical 
overview of the sleep apnea syndrome. In: 
Guilleminault C, Dement WC, editors. Sleep apnea 
syndromes. New York: Alan R. Liss; 1978. p. 1–12.

 9. Rotem AY, Sperber AD, Krugliak P, Freidman B, Tal 
A, Tarasiuk A.  Polysomnographic and actigraphic 
evidence of sleep fragmentation in patients with 
irritable bowel syndrome. Sleep. 2003;26(6). Web. 
Accessed 20 Jun 2017.

 10. Kim AM, Keenan BT, Jackson N, Chan EL, Staley 
B, Poptani H, Torigian DA, Pack AI, Schwab 
RJ. Tongue Fat and its Relationship to Obstructive 
Sleep Apnea. Sleep. 2014;37(10):1639–48.

 11. Sands SA, Eckert DJ, Jordan AS, Edwards BA, 
Owens RL, Butler JP, Schwab RJ, Loring SH, 
Malhotra A, White DP, Wellman A. Enhanced upper-
airway muscle responsiveness is a distinct feature of 
overweight/obese individuals without sleep apnea. 
Am J Respir Crit Care Med. 2014;190(8):15.

 12. Pirila-Parkinen K, Prittiniemi P, Nieminin P, Tolonen 
U, Pelttari U, Lopponen H. Dental arch morphology 
in children with sleep-disordered breathing. Eur J 
Orthod. 2009;31(2):160–7.

 13. Hendricks JC, Petrof BJ, Panckeri K, Pack AI. Upper 
airway dilating muscle hyperactivity during non-
rapid eye movement sleep in bulldogs. Am Rev 
Respir Dis. 1993;148:185–94.

 14. Mezzanote WS, Tangel DJ, White DP.  Waking 
genioglossal electromyogram in sleep apnea patients 
versus normal controls (a neuromuscular compensa-
tion mechanism). J Clin Invest. 1992;89:1571–9.

 15. Series F, Cote C, Simonea JA, Gelinas Y, St. Pierre S, 
Leclerc J, Ferland R, Marc I. Physiologic and meta-
bolic profile of musculus uvulae in sleep apnea syn-
drome and in snorers. J Clin Invest. 1995;95:20–5.

 16. Series F, Cote C, St. Pierre S.  Dysfunctional 
mechanical coupling of upper airway tissues in 
sleep apnea syndrome. Am J Respir Crit Care Med. 
1999;159:1551–5.

 17. Rubinstein I.  Nasal inflammation in patients 
with obstructive sleep apnea. Laryngoscope. 
1995;105:175–7.

 18. Sekosan C, Zakkar M, Wenig BL, Olopade CO, 
Rubinstein I.  Inflammation in the uvula mucosa of 
patients with obstructive sleep apnea. Laryngoscope. 
1996;106:1018–20.

 19. Casale M, Pappacena M, Rinaldi V, Bressi F, Baptista 
P, Salvinellii F. Obstructive sleep apnea syndrome: 
from phenotype to genetic basis. Curr Genomics. 
2009;10:119–26. Web.

 20. Punjabi NM, Caffo BS, Goodwin JL, et  al. Sleep- 
disordered breathing and mortality: a prospective co-
hort study. PLoS Med. 2009;6(8):e1000132. https://
doi.org/10.1371/journal/pmed.1000132.

 21. Young T, Peppard PE, Gottlieb DJ. Epidemiology of 
obstructive sleep apnea: a population health perspec-
tive. Am J Respir Crit Care Med. 2002;165:1217–39.

 22. Edwards B, O'Driscoll D, Ali A, Jordan A, Trinder 
J, Malhotra A.  Aging and sleep: physiology and 
pathophysiology. Semin Respir Crit Care Med. 
2010;31(5):618–33. Web. Accessed 18 May 2017.

 23. Berry RB, Rudhiraja R, Gottlieb DJ, Gozal D, Iber 
C, Kapur VK, Marcus CL, Mehra R, Parthasarathy 
S, Quan SF, Redline S, Strohl KP, SLD W, Tangredi 
MM. Rules for scoring respiratory events in sleep: 
update of the 2007 AASM manual for the scoring 
of sleep and associated events. J Clin Sleep Med. 
2012;8(5):597–619. Web. Accessed 17 Aug 2017.

 24. Park JG, Ramar K, Olson EJ. Updates on definition, 
consequences, and management of obstructive sleep 
apnea. Mayo Clin Proc. 2011;86(6):549–55. Web. 
Accessed 17 Aug 2017.

 25. Headapohl WE, Lentz JW. Sleep or die. 1st ed. 2012. 
Print.

 26. Calvin AD, Albuqueque FN, Lopez-Jimenez F, 
Somers VK. Obstructive sleep apnea, inflammation, 
and the metabolic syndrome. Metab Syndr Relat 
Disord. 2009;7(4):271–7. Web

 27. Lavigne GJ, Cistulli PA, Smith MT. Sleep medicine 
for dentists. Chicago: Quintessence; 2009. Print.

 28. Dempsey JA, Veasey SC, Morgan BJ, O’Donnel 
CP.  Pathophysiology of sleep apnea. Physiol Rev. 
2010;90(1):47–112. Web.

 29. Lavie P, Herer P, Hoffstein V.  Obstructive sleep 
apnoea syndrome as a risk factor for hypertension: 
population study. Br Med J. 2000;19:479.

 30. Dopp JM, Reichmuth KJ, Morgan BJ.  Obstructive 
sleep apnea and hypertension: mechanisms, evalu-
ation, and management. Curr Hypertens Rep. 
2007;9(6):529–34. Web.

G. G. Demerjian and P. Goel

https://doi.org/10.1371/journal/pmed.1000132
https://doi.org/10.1371/journal/pmed.1000132


165

 31. Attanasio R, Bailey DR.  Sleep medicine and den-
tistry. 1st ed. Philadelphia, PA: Saunders; 2012. 
Print.

 32. Davila DG.  Allergies and sleep. Sleepfoundation.
org. 2017. Web. Accessed 18 May 2017.

 33. Johns M.  About The ESS—Epworth Sleepiness 
Scale. Epworthsleepinessscale.com. 2017. Web. 
Accessed 30 May 2017.

 34. Dweik RA, Laskowski D, Husam M, Abu-Soud HM, 
Kaneko FT, Hutte R, Dennis J, Stuehr DJ.  Nitric 
oxide synthesis in the lung regulation by oxy-
gen through a kinetic mechanism. J Clin Invest. 
1998;101(3):660–6.

 35. Hall A. 6 ways smoking affects your sleep. The 
Huffington Post. 2017. Web. Accessed 19 May 2017.

 36. Boyer S, Kapur V. Obstructive sleep apnea: its rel-
evance in the care of diabetic patients. Clin Diabet. 
2002;20(3):126–32. Web.

 37. Adeseun GA, Rosas SE.  The impact of obstruc-
tive sleep apnea on chronic kidney disease. Curr 
Hypertens Rep. 2010;12.5:378–83. Web. Accessed 
25 May 2017.

 38. Teodorescu M, Polomis DA, Hall SV, Teodorescu 
MC, Gangnon RE, Peterson AG, Xie A, Sorkness 
CA, Jarjour NN.  Association of obstructive sleep 
apnea risk with asthma control in adults. Chest. 
2010;138(3):543–50.

 39. Alkhalil M, Schulman E, Getsy J. Obstructive sleep 
apnea syndrome and asthma: what are the links? J 
Clin Sleep Med. 2009;5(1):71–8.

 40. Teodorescu M, Consens FB, Bria WF. Correlates of 
daytime sleepiness in patients with asthma. Sleep 
Med. 2006;7(8):607–13.

 41. Julien JY, Martin JG, Ernst P. Prevalence of obstruc-
tive sleep apnea-hypopnea in severe vs moderate 
asthma. J Allergy Clin Immunol. 2009;124(2):371–6.

 42. Yigla M, Tov N, Solomonov A, Rubin AH, Harlev 
D. Difficult-to-control asthma and obstructive sleep 
apnea. J Asthma. 2003;40(8):865–71.

 43. Ciftci TU, Ciftci B, Guven SF, Kokturk O, Turktas 
H. Effect of nasal continuous positive airway pres-
sure in uncontrolled nocturnal asthmatic patients 
with obstructive sleep apnea syndrome. Respir Med. 
2005;99:529–34.

 44. Hoekema A, Stegenga B, de Bont LGM. Efficacy 
and co morbidity of oral appliances in the treat-
ment of obstructive sleep apnea—hypoapnea, 
a systemic review. Cric Rev Oral Biol Med. 
2004;15(3):137–55.

 45. Ratini M.  The basics of snoring. WebMD. 2016. 
Web. Accessed 19 May 2017.

 46. Motamedi KK, McClary AC, Amedee 
RG.  Obstructive sleep apnea: a growing problem. 
Ochsner J. 2009;9:149–53. Print.

 47. Arnardottir ES, Janson C, Bjornsdottir E, Juliusson 
S, Kuna ST, Pack AI, Gislason T. Nocturnal sweat-
ing—a common symptom of obstructive sleep 
apnoea: the Icelandic Sleep Apnoea Cohort. BMJ 
Open. 2013;3(5):e002795. Web.

 48. Petersen M, Kristensen E, Berg S, Giraldi A, Midgren 
B. Sexual function in female patients with obstruc-
tive sleep apnea. J Sex Med. 2011;8(9):2560–8.

 49. Budweiser S, Enderlein S, Jorres RA, Hitzl AP, 
Weiland WF, Pfeifer M, Arzt M. Sleep apnea is an 
independent correlate of erectile and sexual dysfunc-
tion. J Sex Med. 6(11) 2009: 3147-3157. Web.

 50. Taskin U, Yigit O, Acioglu E, Aricigil M, Toktas 
G, Guzelhan Y. Erectile dysfunction in severe sleep 
apnea patients and response to CPAP.  Int J Impot 
Res. 2009;22(2):134–9. Web.

 51. Spiegel R, Knudtson K, Leproult R, et al. Sleep loss: 
a novel risk factor for insulin resistance and type II 
diabetes. J Appl Physiol. 2005;99:2008–19.

 52. Punjabi NM, Polotsky VY.  Disorders of glucose 
metabolism in sleep apnea. Association of sleep time 
with diabetes mellitus and impaired glucose toler-
ance. J Appl Physiol. 2005;99:1998–2007.

 53. Zizi F, Jean-Louis G, Brown CD, Ogedegbe G, Boutin- 
Foster C, McFarlane SI. Sleep duration and the risk of 
diabetes mellitus: epidemiologic evidence and patho-
physiologic insights. Curr Diab Rep. 2010;10(1):43–7.

 54. Bialasiewicz P, Czupryniak L, Pawlowski M, Nowak 
D. Sleep disordered breathing in REM sleep reverses 
the downward trend in glucose concentration. Sleep 
Med. 2011;12:76–82. pmid:21051282.

 55. Grimaldi D, Beccuti G, Touma C, Cauter EV, 
Mokhlesi B. Association of obstructive sleep apnea 
in rapid eye movement sleep with reduced glycemic 
control in type 2 diabetes: therapeutic implications. 
Diabetes Care. 2014;37(2):355–63.

 56. Schpirer I, Rapoport MJ, Stav D, Elizur A. Normal 
and elevated HbA1C levels correlate with severity of 
hypoxemia in patients with obstructive sleep apnea 
and decrease following CPAP treatment. Sleep 
Breath. 2012;16(2):461–6.

 57. Brooks D, Horner RL, Kozar LF, Render-Teixeira 
CL, Phillipson EA.  Obstructive sleep apnea as a 
cause of systemic hypertension. Evidence from a 
Canine Model. J Clin Invest. 1997;99(1):106–9.

 58. O’Connor GT, Caffo B, Newman AB, et  al. 
Prospective study of sleep-disordered breathing and 
hypertension: the Sleep Heart Health Study. Am J 
Respir Crit Care Med. 2009;179(12):1159–64.

 59. Marin JM, Carrizo SJ, Vicente E, Agusti AG. Long-
term cardiovascular outcomes in men with obstructive 
sleep apnoea-hypopnoea with or without treatment 
with continuous positive airway pressure: an obser-
vational study. Lancet. 2005;365(9464):1046–53.

 60. Litvin AY, Sukmarova ZN, Elfimova EM, Aksenova 
AV, Galitsin PV, Rogoza AN, Chazova IE.  Effects 
of CPAP on “vascular” risk factors in patients with 
obstructive sleep apnea and arterial hypertension. 
Vasc Health Risk Manag. 2013;9:229–35.

 61. Martínez-García MA, Gómez-Aldaraví R, Soler-
Cataluña JJ, Martínez TG, Bernácer-Alpera B, 
Román-Sánchez P.  Positive effect of CPAP treat-
ment on the control of difficult-to-treat hypertension. 
Eur Respir J. 2007;29(5):951–7. Epub 2007 Feb 14.

8 Immunologic and Physiologic Effects of Dental Sleep Appliance Therapy



166

 62. Morse CA, Quan SF, Mays MZ, Green C, Stephen 
G, Fass R. Is there a relationship between obstructive 
sleep apnea and gastroesophageal reflux disease? 
Clin Gastroenterol Hepatol. 2004;2(9):761–8.

 63. Senior BA, Khan M, Schwimmer C, Rosenthal L, 
Benninger M. Gastroesophageal reflux and obstruc-
tive sleep apnea. Laryngoscope. 2001;111:2144–6.

 64. Graf KI, Karaus M, Heinemann S, Korber S, Dorow 
P, Hampel KE. Gastroesophageal reflux in patients 
with sleep apnea syndrome. Z Gastroenterol. 
1995;33:689–93.

 65. Heinemann SM, Graf KI, Karaus M. Occurrence of 
obstructive sleep related respiratory disorder in con-
junction with gastroesophageal reflux. Pneumologie. 
1995;49:S139–41.

 66. Ing AJ, Ngu MC, Breslin AB.  Obstructive sleep 
apnea and gastroesophageal reflux. Am J Med. 
2000;108:S120–5.

 67. Kerr P, Shoenut JP, Millar T, Buckle P, Kryger 
MH.  Nasal CPAP reduces gastroesophageal reflux 
in obstructive sleep apnea syndrome. Chest. 
1992;101:1539–44.

 68. Samelson CF. Gastroesophageal reflux and obstruc-
tive sleep apnea. Sleep. 1989;12:475–6.

 69. Wolf SM, Furman Y.  Sleep apnea and gastro-
esophageal reflux disease. Ann Intern Med. 
2002;136:490–1.

 70. Herlich A, Martin B, Vecchione L, Cladis 
FP.  Anesthesia for pediatric dentistry. Clin Gate. 
2015. Web. Accessed 29 Jun 2017.

 71. Teramoto S, Sudo E, Takeshi M, Ohga E, Ishii T, 
Ouchi Y, Fukuchi Y.  Impaired swallowing reflex in 
patients with obstructive sleep apnea syndromes. 
Chest. 1999;116:17–21.

 72. Jacob P, Kahrilas PJ, Herzon G.  Proximal esopha-
geal pH-metry in patients with ‘reflux laryngitis’. 
Gastroenterology. 1991;100:305–10.

 73. Shaker R, Milbrath M, Ren J, Toohill R, Hogan WJ, 
Li Q, Hofmann CL.  Esophagopharyngeal distribu-
tion of refluxed gastric acid in patients with reflux 
laryngitis. Gastroenterology. 1995;109:1575–82.

 74. Tobin RW, Pope CE II, Pellegrini CA, Emond MJ, 
Sillery J, Raghu G.  Increased prevalence of gas-
troesophageal reflux in patients with idiopathic 
pulmonary fibrosis. Am J Respir Crit Care Med. 
1998;158:1804–8.

 75. Penzel T, Becker HF, Brandenburg U.  Arousal in 
patients with gastro-oesophageal reflux and sleep 
apnoea. Eur Respir J. 1999;14:1266–70.

 76. Valipour A, Makker HK, Hardy R, Emegbo S, Toma 
T, Spiro SG. Symptomatic gastroesophageal reflux 
in subjects with a breathing sleep disorder. Chest. 
2002;121:1748–53.

 77. Kumar D, Thompson PD, Wingate DL, Vesselinova-
Jenkins CK, Libby G.  Abnormal REM sleep in 
the irritable bowel syndrome. Gastroenterology. 
1992;103(1):12–7. Web. Accessed 20 Jun 2017.

 78. Herr JR.  Medical literature implies continu-
ous positive airway pressure might be appropri-

ate treatment for irritable bowel syndrome. Chest. 
2002;122(3):1107. Web.

 79. Yaggi HK, Concato J, Kernan WN, Lichtman JH, 
Brass LM, Mohsenin V.  Obstructive sleep apnea 
as a risk factor for stroke and death. N Engl J Med. 
2005;353(19):2034–41.

 80. Lanfranchi PA, Braghiroli A, Bosimini E. Prognostic 
value of nocturnal Cheyne-Stokes respiration in 
chronic heart failure. Circulation. 1999;99:1435–40.

 81. Sanner BM, Klewer J, Trumm A, Randerath W, 
Kreuzer I, Zidek W. Long-term treatment with con-
tinuous positive airway pressure improves quality 
of life in obstructive sleep apnoea syndrome. Eur 
Respir J. 2000;16:118–22.

 82. Fung JW, Li TS, Choy DK. Severe obstructive sleep 
apnea is associated with left ventricular diastolic 
dysfunction. Chest. 2002;121:422–9.

 83. Laaban JP, Pascal-Sebaoun S, Bloch E, Orvoen-Frija 
E, Oppert JM, Huchon G. Left ventricular systolic 
dysfunction in patients with obstructive sleep apnea 
syndrome. Chest. 2002;122:1133–8.

 84. Bradley TD, Hall MJ, Ando S, Floras 
JS.  Hemodynamic effects of simulated obstructive 
apneas in humans with and without heart failure. 
Chest. 2001;119:1827–35.

 85. Buda AJ, Ingels MR, Pinsky NB Jr, Daughters GT 
II, Stinson EB, Alderman EL. Effect of intrathoracic 
pressure on left ventricular performance. N Engl J 
Med. 1979;301:453–9.

 86. Van Maanen JP, Meester KAW, Dun L, 
Koutsourelakis I, Witte B, Laman D, Hilgevoord 
A, de Vries N.  The sleep position trainer: a new 
 treatment for positional obstructive sleep apnoea. 
Sleep Breath. 2013;17(2):771–9.

 87. Scharf SM, Bianco JA, Tow DE, Brown R.  The 
effects of large negative intrathoracic pressure on 
left ventricular function in patients with coronary 
artery disease. Circulation. 1981;63:871–5.

 88. Somers VK, Dyken ME, Clary MP, Abboud 
FM. Sympathetic neural mechanisms in obstructive 
sleep apnea. J Clin Invest. 1995;96:1897–904.

 89. Bersten AD, Holt AW, Vedig AE, Skowronski GA, 
Baggoley CJ. Treatment of severe cardiogenic pul-
monary edema with continuous positive airway 
pressure delivered by face mask. N Engl J Med. 
1991;325:1825–30.

 90. Narkiewicz K, Kato M, Phillips BG, Pesek CA, 
Davison DE, Somers VK.  Nocturnal continuous 
positive airway pressure decreases daytime sympa-
thetic traffic in obstructive sleep apnea. Circulation. 
1999;100:2332–5.

 91. Andreas S, Clemens C, Sandholzer H, Figulla HR, 
Kreuzer H.  Improvement of exercise capacity with 
treatment of Cheyne-Stokes respiration in patients 
with congestive heart failure. J Am Coll Cardiol. 
1996;27:1486–90.

 92. Naughton MT, Liu PP, Bernard DC, Goldstein RS, 
Bradley TD.  Treatment of congestive heart failure 
and Cheyne-Stokes respiration during sleep by con-

G. G. Demerjian and P. Goel



167

tinuous positive airway pressure. Am J Respir Crit 
Care Med. 1995;151:92–7.

 93. Malone S, Liu PP, Holloway R, Rutherford R, Xie 
A, Bradley TD. Obstructive sleep apnoea in patients 
with dilated cardiomyopathy: effects of continuous 
positive airway pressure. Lancet. 1991;338:1480–4.

 94. Harbison J, O’Reilly P, McNicholas WT.  Cardiac 
rhythm disturbances in the obstructive sleep apnea 
syndrome: effects of nasal continuous positive air-
way pressure therapy. Chest. 2000;118:591–5.

 95. Sajkov D, Wang T, Saunders NA, Bune AJ, McEvoy 
RD. Continuous positive airway pressure treatment 
improves pulmonary hemodynamics in patients with 
obstructive sleep apnea. Am J Respir Crit Care Med. 
2002;165:152–8.

 96. Abuyassin B, Sharma K, Ayas NT, Laher 
I.  Obstructive sleep apnea and kidney disease: a 
potential bidirectional relationship? J Clin Sleep 
Med. 2015;11:915–24. Web. Accessed 26 May 2017.

 97. Somers VK, White DP, Amin R, Abraham WT, Costa 
F, Culebras A, Daniels S, Floras JS, Hunt CE, Olson 
LJ, Pickering TG, Russell R, Woo M, Young T. Sleep 
apnea and cardiovascular disease. J Am Coll Cardiol. 
2008;52(8):686–717. Web. Accessed 23 May 2017.

 98. McIntosh J, Webberly H. Stroke: causes, symptoms, 
diagnosis and treatment. Medical News Today. 2016. 
Web. Accessed 23 May 2017.

 99. Levy P, Pepin J.  CPAP treatment of sleep apnoea 
in the early phase of stroke: growing evidence of 
effectiveness. Eur Respir J. 2011;37(5):997–9. Web. 
Accessed 6 Jul 2017.

 100. Villa MP, Miano S, Rizzoli A. Mandibular advance-
ment devices are an alternative and valid treatment 
for pediatric obstructive sleep apnea syndrome. 
Sleep Breath. 2012;16(4):971–6.

 101. Coughlin S, Mawdsley L, Mugarza J, Calverley P, 
Wilding J. Obstructive sleep apnoea is independently 
associated with an increased prevalence of metabolic 
syndrome. Eur Heart J. 2004;25(9):735–41. Web. 
Accessed 25 May 2017.

 102. Virolainen J, Ventila M, Turto H, Kupari M. Effect 
of negative intrathoracic pressure on left ventricular 
pressure dynamics and relaxation. J Appl Physiol. 
1995;79:455–60.

 103. Venkateswaran S, Shankar P. The prevalence of syn-
drome Z (the interaction of obstructive sleep apnoea 
with the metabolic syndrome) in a teaching hospi-
tal in Singapore. Postgrad Med J. 2007;83:329–31. 
Web. Accessed 25 May 2017.

 104. Sharma SK, Agrawal S, Damodaran D, Sreenivas 
V, Kadhiravan T, Lakshmy R, Jagia P, Kumar 
A. Retraction: CPAP for the metabolic syndrome in 
patients with obstructive sleep apnea. N Engl J Med. 
2011;365:2277–86. Accessed 6 Jul 2017.

 105. Ahima RS, Saper CB, Flier JS, Elmquist JK. Leptin 
regulation of neuroendocrine systems. Front 
Neuroendocrinol. 2000;21:263–307.

 106. Flier JS. Obesity wars: molecular progress confronts 
an expanding epidemic. Cell. 2004;116:337–50.

 107. Schoeller DA, Cella LK, Sinha MK, Caro 
JF.  Entertainment of the diurnal rhythm of plasma 
leptin to meal timing. J Clin Invest. 1997;97:1882–7.

 108. Sinha MK, Ohannesian JP, Heiman ML, Kriauciunas 
A, Stephans TW, Magosin S, Marco C, Cari 
JF. Nocturnal rise in leptin in lean, obese, and non-
insulin-dependent diabetes mellitus subjects. J Clin 
Invest. 1996;97:1344–7.

 109. Chin-Chance C, Polonsky KS, Schoeller DA. Twenty-
four-hour leptin levels respond to cumulative short-
term energy imbalance and predict subsequent intake. 
J Clin Endocrinol Metab. 2000;85:2685–91.

 110. Simon C, Gronfier C, Schlienger JL, Brandenberger 
G.  Circadian and ultradian variations of leptin in 
normal man under continuous enteral nutrition: 
relationship to sleep and body temperature. J Clin 
Endocrinol Metab. 1998;83:1893–9.

 111. Banks WA, Kastin AJ, Huang W, Jaspan JB, Maness 
LM.  Leptin enters the brain by a saturable system 
independent of insulin. Peptides. 1996;17:305–11.

 112. Banks WA.  The many lives of leptin. Peptides. 
2004;25:331–8.

 113. Pan W, Kastin AJ. Leptin: a biomarker for sleep dis-
orders? Sleep Med Rev. 2014;18(3):283–90.

 114. Harsch IA, Konturek PC, Kuehnlein PP, Fuchs FS, 
Pour Schahin S, Wiest GH, Hahn EG, Lohmann T, 
Ficker JH. Leptin and ghrelin levels in patients with 
obstructive sleep apnoea: effect of CPAP treatment. 
Eur Respir J. 2003;22(2):251–7. Web. Accessed 30 
Jun 2017.

 115. Ulfberg J, Carter N, Talback M, Edling 
C.  Headache, snoring and sleep apnoea. J Neurol. 
1996;243(9):621–5. Web. Accessed 22 Jun 2017.

 116. Gupta R, Mansoor AD.  Catathrenia: a rare disor-
der presenting as daytime sleepiness and headache. 
Neurol India. 2017;65(3):633. Web.

 117. Chiu Y, Hu H, Lee F, Huang H. Tension-type head-
ache associated with obstructive sleep apnea: a 
nationwide population-based study. J Headache 
Pain. 2015;16:34. Web. Accessed 25 May 2017.

 118. Tsuiki S, Almeida FR, Bhalla PS, Lowe AA, 
Fleetham JA.  Supine-dependent changes in upper 
airway size in awake obstructive sleep apnea 
patients. Sleep Breath. 2003;7(1):43–50.

 119. Ferini-Strambi L, Lombardi GE, Marelli S, Galbiati 
A. Neurological deficits in obstructive sleep apnea. 
Curr Treat Options Neurol. 2017;19(4):16. Web. 
Accessed 22 June 2017.

 120. Graff-Radford SB, Teruel A. Cluster headache and 
obstructive sleep apnea: are they related disorders? 
Curr Pain Headache Rep. 2009;13(2):160–3. Web.

 121. Kudrow L, McGinty JD, Phillips ER, Stevenson 
M.  Sleep apnea in cluster headache. Cephalalgia. 
1984;4(1):33–8. Web.

 122. Graff-Radford SB, Newman A.  Obstructive 
sleep apnea and cluster headache. Headache. 
2004;44(6):607–10. Web. Accessed 30 Jun 2017.

 123. Friberg D, Gazelius B, Hokfelt T, Norlander 
B.  Abnormal afferent nerve endings in the soft 

8 Immunologic and Physiologic Effects of Dental Sleep Appliance Therapy



168

 palatal mucosa of sleep apnoics and habitual snor-
ers. Regul Pept. 1997;71(1):29–36. Web.

 124. Lin CM, Davidson TM, Ancoli-Israel S. Gender dif-
ferences in obstructive sleep apnea and treatment 
implications. Sleep Med Rev. 2008;12(6):481–96. 
Web.

 125. Wilmes B, Bowman SJ, Baumgaertel S.  Fields 
of application of mini-Implants. In: Ludwig B, 
Baumgaertel S, Bowman SJ, editors. Mini- implants 
in orthodontics. Berlin: Quintessence; 2008. 
p. 91–122.

 126. Vrints H, Shivalkar B, Heuten H, Vanderveken 
O, Hamans E, Van De  Heyning P, De Backer W, 
Verbraecken J.  Cardiovascular mechanisms and 
consequences of obstructive sleep apnoea. Acta Clin 
Belg. 2013;68(3):169–78. Web. Accessed 13 Jul 
2017.

 127. Adam K, Oswald I. Sleep helps healing. Br Med J. 
1984;289(6456):1400–1. Web.

 128. Chowdhury T, Bindu B, Singh GP, Schaller B. Sleep 
disorders: is the trigeminal cardiac reflex a missing 
link? Front Neurol. 2017;8:63.

 129. Sandu N, Spiriev T, Lemaitre F, Filis A, Schaller 
B, Trigemino-Cardiac Reflex Examination Group 
(TCREG). New molecular knowledge towards 
the trigemino-cardiac reflex as a cerebral oxy-
gen-conserving reflex. ScienticWorldJournal. 
2010;10:811–7.

 130. Schaller B, Cornelius JF, Sandu N, Ottaviani G, 
Perez-Pinzon MA.  Oxygen- conserving reflexes of 
the brain: the current molecular knowledge. J Cell 
Mol Med. 2009;13:644–7.

 131. Lemaitre F, Chowdhury T, Schaller B. The trigemi-
nocardiac reflex—a comparison with the diving 
reflex in humans. Arch Med Sci. 2015;11:419–26.

 132. Meuwly C, Golanov E, Chowdhury T, Erne P, 
Schaller B.  Trigeminal cardiac reflex: new think-
ing model about the definition based on a literature 
review. Medicine (Baltimore). 2015;94:e484.

 133. Schaller B. Trigeminocardiac reflex. A clinical phe-
nomenon or a new physiological entity? J Neurol. 
2004;251:658–65.

 134. Schames SE, Schames J, Schames M, Chagall-
Gungur SS. Sleep bruxism, an autonomic self-reg-
ulating response by triggering the trigeminal cardiac 
reflex. J Calif Dent Assoc. 2012;40:670–1–4–6.

 135. Singh GP, Chowdhury T, Bindu B, Schaller 
B. Sudden infant death syndrome—role of trigemi-
nocardiac reflex: a review. Front Neurol. 2016;7:221.

 136. Kato T, Rompre PH, Montplaisir JY, Sessle BJ, 
Lavigne GJ.  Sleep bruxism: an oromotor activ-
ity secondary to micro-arousal. J Dent Res. 
2001;80:1940–4.

 137. Huynh N, Kato T, Rompré PH, Okura K, Saber M, 
Lanfranchi PA, et al. Sleep bruxism is associated to 
micro-arousals and an increase in cardiac sympa-
thetic activity. J Sleep Res. 2006;15:339–46.

 138. Miyawaki S, Lavigne GJ, Pierre M, Guitard F, 
Montplaisir JY, Kato T. Association between sleep 

bruxism, swallowing-related laryngeal movement, 
and sleep positions. Sleep. 2003;26:461–5.

 139. Lavigne GJ, Huynh N, Kato T, Okura K, Adachi K, 
Yao D, et al. Genesis of sleep bruxism: motor and 
autonomic-cardiac interactions. Arch Oral Biol. 
2007;52(4):381.

 140. Brunelli M, Coppi E, Tonlorenzi D, Del Seppia C, 
Lapi D, Colantuoni A, et al. Prolonged hypotensive 
and bradycardic effects of passive mandibular exten-
sion: evidence in normal volunteers. Arch Ital Biol. 
2012;150:231–7.

 141. Chase MH, Enomoto S, Hiraba K, Katoh M, 
Nakamura Y, Sahara Y, et  al. Role of medullary 
reticular neurons in the inhibition of trigeminal 
motoneurons during active sleep. Exp Neurol. 
1984;84:364–73.

 142. Gastaldo E, Quatrale R, Graziani A, Eleopra R, 
Tugnoli V, Tola MR, et al. The excitability of the tri-
geminal motor system in sleep bruxism: a transcra-
nial magnetic stimulation and brainstem re ex study. 
J Orofac Pain. 2006;20:145–55.

 143. Paesani DA, editor. Bruxism theory and practice. 
New Malden: Quintessence; 2010.

 144. Glossary of Prosthodontics Terms (GPT). 9th ed. J 
Prosthet Dent. 2017;117(5S).

 145. Simmons HC III, editor. Craniofacial pain handbook 
for assessment, diagnosis and management. 2009.

 146. De Leeuw R, editor. Orofacial pain. Guidelines for 
assessment, diagnosis, and management. 4th ed. 
Chicago, IL: Quintessence; 2008. p. 316.

 147. American Academy of Sleep Medicine. International 
Classification of Sleep Disorders. 3rd ed. Darien, 
IL: American Academy of Sleep Medicine; 2014. 
(ICSD-3).

 148. Hu Z, Yin X, Liao J, Zhou C, Yang Z, Zou S. The 
effect of teeth extraction for orthodontic treatment 
on the upper airway: a systematic review. Sleep 
Breath. 2015;19(2):441–51.

 149. Kikuchi M. Orthodontic treatment in children to pre-
vent sleep- disordered breathing in adulthood. Sleep 
Breath. 2005;9(4):146–58.

 150. Miyao E, Noda A, Miyao M, Yasuma F, Inafaku 
S.  The role of malocclusion in non-obese patients 
with obstructive sleep apnea syndrome. Intern Med. 
2008;47(18):1573–8. Web.

 151. Shigeta Y, Ogawa T, Tomoko I, Clark GT, Enciso 
R.  Soft palate length and upper airway relation-
ship in OSA and non-OSA subjects. Sleep Breath. 
2010;14(4):353–8.

 152. Tsuchia M, Lowe AA, Pae EK, Fleetham JA. 
Obstructive sleep apnea subtypes by cluster analysis. 
Am J Orthod Dentofacial Orthop. 1992;101:533–42.

 153. Nabil R. Steiner analysis. 2015. Presentation.
 154. Linder-Aronson S. Effects of adenoidectomy on den-

tition and nasopharynx. Am J Orthod. 1974;65(1):1–
15. Web. Accessed 20 Jul 2017.

 155. Godt A, Koos B, Hagen H, Goz G. Changes in upper 
airway width associated with class II treatments 
(headgear vs activator) and different growth pat-
terns. Angle Orthod. 2011;81(3):440–6.

G. G. Demerjian and P. Goel



169

 156. Oktay H, Ulukaya E.  Maxillary protraction appli-
ance effect on the size of the upper airway passage. 
Angle Orthod. 2008;78(2):209–14.

 157. Skinner MA, Robertson CJ, Kingshott RN, Jones 
DR, Taylor DR.  The efficacy of a mandibular 
advancement splint in relation to cephalometric vari-
ables. Sleep Breath. 2002;6(3):115–24.

 158. Villa MP, Rizzoli A, Miano S, Malagola C. Efficacy 
of rapid maxillary expansion in children with 
obstructive sleep apnea syndrome: 36 months of 
follow-up. Sleep Breath. 2011;15:179–84.

 159. Rubin RM. Mode of respiration and facial growth. 
Am J Orthod. 1980;78:504–10.

 160. Schendel SA, Eisenfeld J, Bell HW, Epker BN, 
Mishelevich DJ.  The long face syndrome: vertical 
maxillary excess. Am J Orthod. 1976;70:398–408.

 161. Mossey PA.  The heritability of malocclusion. Part 
2. The influence of genetics in malocclusion. Br J 
Orthod. 1999;26:195–203.

 162. Bassetti C, Aldrich MS. Sleep apnea in acute cere-
brovascular diseases: final report on 128 patients. 
Sleep. 1999;22:217–23.

 163. Bishara SE, Hoppens BJ, Jakobsen JR, Kohout 
FJ.  Changes in the molar relationship between 
the deciduous and permanent dentitions: a longi-
tudinal study. Am J Orthod Dentofacial Orthop. 
1988;93:19–28.

 164. Moyers RE, Wainright R. Skeletal contributions to 
occlusal development. In: McNamara Jr JA, editor. 
The biology of occlusal development. Monograph 
7, Craniofacial Growth Series. Ann Arbor: Center 
for Human Growth and Development, University of 
Michigan; 1977.

 165. Mocellin M, Fugmann EA, Gavazzoni FB, Ataide 
AL, Ouriques FL, Herrero F Jr. Estudo cefalometrico-
radiografico e otorrinolaringologico correlacionando 
o grau de obstruç ão nasal e o padrão de crescimento 
facial em pacientes não tratados ortodonticamente. 
Rev Bras Otorrinolaringol. 2000;66:116–20.

 166. Banabilh SM, Samsudin AR, Suzina AH, 
Dinsuhaimi S.  Facial profile shape, malocclusion 
and palatal morphology in Malay obstructive sleep 
apnea patients. Angle Orthod. 2010;80(1):37–42. 
Web. Accessed 29 Jun 2017.

 167. Iwasaki T, Hayasaki H, Takemoto Y, Kanomi R, 
Yamasaki Y. Oropharyngeal airway in children with 
Class III malocclusion evaluated by cone-beam 
computed tomography. Am J Orthod Dentofacial 
Orthop. 2009;136:318.e1–318.

 168. Graber TM, Neumann B.  Removable orthodontic 
appliances. Philadelphia: W.B. Saunders; 1977.

 169. McNamara JA Jr. A method of cephalometric evalu-
ation. Am J Orthod. 1984;86:449–69.

 170. Onodera K, Niikuni N, Yanagisawa M, Nakajima 
I. Effects of functional orthodontic appliances in the 
correction of a primary anterior crossbite—changes 
in craniofacial morphology and tongue position. Eur 
J Orthod. 2006;28:373–7.

 171. Hou HM, Hägg U, Sam K, Rabie AB, Wong 
RW, Lam B, et  al. Dentofacial characteristics 

of Chinese obstructive sleep apnea pa tients in 
relation to obesity and severity. Angle Orthod. 
2006;76:962–9.

 172. Romero CC, Scavone-Junior H, Garib DG, Cotrim-
Ferreira FA, Ferreira RI.  Breastfeeding and non-
nutritive sucking patterns related to the prevalence of 
anterior open bite in primary dentition. J Appl Oral 
Sci. 2010;19(2):161–8. Web.

 173. Kotlow LA.  Oral diagnosis of abnormal frenum 
attachments in neonates and infants: evaluation 
and treatment of the maxillary and lingual Frenum 
using the Erbium: YAG laser. J Pediatr Dent Care. 
2004;10:11–4.

 174. Subtelny JD. The significance of adenoid tissue in 
orthodontia. Angle Orthod. 1954;24:59–69.

 175. Ursavas A, Ilcol YO, Nalci N, Karadag M, Ege 
E. Ghrelin, leptin, adiponectin, and resistin levels in 
sleep apnea syndrome: role of obesity. Ann Thorac 
Med. 2010;5(3):161. Web. Accessed 30 Jun 2017.

 176. Germec-Cakan D, Taner T, Akan S.  Uvulo-
glossopharyngeal dimensions in non-extraction, 
extraction with minimum anchorage, and extrac-
tion with maximum anchorage. Eur J Orthod. 
2011;33(5):515–20.

 177. Vgontzas AN, Papanicolaou DA, Bixler EO, Hopper 
K, Lotsikas A, Lin H, Kales A, Chrousos GP. Sleep 
apnea and daytime sleepiness and fatigue: rela-
tion to visceral obesity, insulin resistance, and 
hypercytokinemia. J Clin Endocrinol Metabol. 
2000;85(3):1151–8. Web.

 178. Walia HK, Griffith SD, Foldavary-Schaefer 
N, Thomas G, Bravo EL, Moul EL, Mehra 
R. Longitudinal effect of CPAP on BP in resistant 
and nonresistant hypertension in a large clinic-based 
cohort. Chest. 2016;149(3):747–55.

 179. Pearson OM, Lieberman DE. The Aging of Wolff’s 
“Law”: ontogeny and responses to mechanical load-
ing in cortical bone. Yearbook Phys Anthropol. 
2004;47:63–99.

 180. Singh GD. On the etiology and significance of pala-
tal and mandibular tori. Cranio. 2010;28(4):213–5. 
Web. Accessed 6 Jul 2017.

 181. Singh GD, Cress SE, McGuire MK, Chandrashekhar 
R.  Case presentation: effect of mandibular tori 
removal on obstructive sleep apnea parameters. Dent 
Dialogue. 2012;1:22–4.

 182. Ruangsri S, Sawanyawisuth K, Jorns TP, Puasiri S, 
Luecha T, Chaithap P.  Which oropharyngeal factors 
are significant risk factors for obstructive sleep apnea? 
an age-matched study and dentist perspectives. Nat Sci 
Sleep. 2016;8:215–9. Web. Accessed 30 Jun 2017.

 183. Kushida CA, Efron B, Guilleminault C. A predictive 
morphometric model for the obstructive sleep apnea 
syndrome. Ann Intern Med. 1997;127:581–7.

 184. Cistulli PA, Seto BH, Palmisano RG, Sims 
MR. Maxillary morphology in obstructive sleep apnoea 
[abstract]. Am J Respir Crit Care Med. 1997;155:A418.

 185. Hershey HG, Stewart BL, Warren DW. Changes in 
nasal airway resistance associated with rapid maxil-
lary expansion. Am J Orthod. 1976;69:274–84.

8 Immunologic and Physiologic Effects of Dental Sleep Appliance Therapy



170

 186. Cistulli PA, Palmisano RG, Poole MD. Treatment of 
obstructive sleep apnea syndrome by rapid maxillary 
expansion. Sleep. 1998;21:831–5.

 187. Stark CD, Stark RJ. Sleep and chronic daily head-
ache Curr Pain Headache Rep. 2015;19(1). Web. 
Accessed 22 Jun 2017.

 188. Cistulli PA.  Craniofacial abnormalities in obstruc-
tive sleep apnoea. Implications for treatment. 
Respirology. 1996;3:167–74.

 189. Riley R, Guilleminault C, Herran J, Powell 
N.  Cephalometric analyses and flow volume 
loops in obstructive sleep apnea patients. Sleep. 
1983;6:304–17.

 190. Cistulli PA, Richards GN, Palmisano RG, Unger G, 
Sullivan CE. Influence of maxillary constriction on 
nasal resistance and sleep apnea severity in Marfan’s 
syndrome. Chest. 1996;110:1184–8.

 191. Ramires T, Maia RA, Barone JR.  Nasal cavity 
changes and the respiratory standard after maxillary 
expansion. Braz J Otorhinolaryngol. 2008;74:763–9.

 192. Doruk C, Sökücü O, Sezer H, Canbay EI. Evaluation 
of nasal airway resistance during rapid maxil-
lary expansion using acoustic rhinometry. Eur J 
Orthod. 2004;26:397–401. https://doi.org/10.1093/
ejo/26.4.397.

 193. Oliveira De Felippe NL, Da Silveira AC, Viana G, 
Kusnoto B, Smith B, Evans CA. Relationship between 
rapid maxillary expansion and nasal cavity size and 
airway resistance: short- and long-term effects. Am 
J Orthod Dentofacial Orthop. 2008;134:370–82. 
https://doi.org/10.1016/j.ajodo.2006.10.034.

 194. Babacan H, Sokucu O, Doruk C, Ay S. Rapid max-
illary expansion and surgically assisted rapid max-
illary expansion effects on nasal volume. Angle 
Orthod. 2006;76:66–71.

 195. Hartgerink DV, Vig PS, Abbott DW.  The effect of 
rapid maxillary expansion on nasal airway resistance. 
Am J Orthod Dentofacial Orthop. 1987;92:381–9.

 196. Chane-Fane C, Darque F. Rapid maxillary expansion 
assisted by palatal mini-implants in adolescents—
preliminary study. Int Orthod. 2015;13(1):96–111.

 197. Antoszewska J, Papadopoulos MA, Park H, Ludwig 
B. Five-year experience with orthodontic miniscrew 
implants: a retrospective investigation of factors 
influencing success rates. Am J Orthod Dentofacial 
Orthop. 2009;136:158–9.

 198. Bae SM, Park HS, Kyung HM, Kwon OW, Sung 
JH. Clinical application of micro-implant anchorage. 
J Clin Orthod. 2002;36:298–302.

 199. Papadopoulos MA, Tarawneh F. The use of miniscrew 
implants for temporary skeletal anchorage in ortho-
dontics: a comprehensive review. Oral Surg Oral Med 
Oral Pathol Oral Radiol Endod. 2007;103:e6–15.

 200. Papadopoulos MA. Orthodontic treatment of Class 
II malocclusion with miniscrew implants. Am J 
Orthod Dentofacial Orthop. 2008;134:604.e1–16.

 201. Sum FHKMH, et  al. Association of breastfeeding 
and three-dimensional dental arch relationships in 
primary dentition. BMC Oral Health. 2015;15(1). 
Web. Accessed 26 Jul 2017.

 202. Weitzman ED, Pollack CP, Borowiecki B, Burack 
B, Shprintzen R, Rakoff S.  The hypersomnia–
sleep apnea syndrome: site and mechanism of 
upper airway obstruction. Trans Am Neurol Assoc. 
1977;102:150–3.

 203. Kawakami M, Yamamoto K, Fujimoto M, Ohgi K, 
Inque M, Kirita T.  Changes in tongue and hyoid 
positions, and posterior airway space following 
mandibular setback surgery. J Craniomaxillofac 
Surg. 2005;33:107–10.

 204. Abu Allhaija ES, Al-Khateeb SN.  Uvulo-glosso-
pharyngeal dimensions in different anteroposterior 
skeletal patterns. Angle Orthod. 2005;75:1012–8.

 205. Battagel JM, Johal A, L'Estrange PR, Croft CB, 
Kotecha B.  Changes in airway and hyoid posi-
tion in response to mandibular protrusion in sub-
jects with obstructive sleep apnoea (OSA). Eur J 
Orthod. 1999;21:363–76. https://doi.org/10.1093/
ejo/21.4.363.

 206. Adamidis IP, Spyropoulos MN.  Hyoid bone posi-
tion and orientation in Class I and Class III mal-
occlusions. Am J Orthod Dentofacial Orthop. 
1992;101:308–12.

 207. Van de Graaff WB, Gottfried SB, Mitra J, van 
Cherniack NS LE, Strohl KP. Respiratory function 
of hyoid muscles and hyoid arch. J Appl Physiol. 
1984;57:197–204.

 208. Parisella V, Vozza I, Capasso F, Luzzi V, Nofroni I, 
Polimeni A. Cephalometric evaluation of the hyoid 
triangle before and after maxillary rapid expansion 
in patients with skeletal class II, mixed dentition, 
and infantile swallowing. Ann Stomatol (Roma). 
2012;3(3-4):95–9. Epub 2012 Jan 14.

 209. Torres F, Almeida RR, Almeida MR, Almeida-
Pedrin RR, Pedrin F, Henriques JFC. Anterior open 
bite treated with a palatal crib and high-pull chin 
cup therapy. A prospective randomized study. Eur J 
Orthod. 2006;28:610–7.

 210. Achilleos S, Krogstad O, Lyberg T.  Surgical man-
dibular advancement and changes in uvuloglos-
sopharyngeal morphology and head posture: 
a short- and long-term cephalometric study in 
males. Eur J Orthod. 2000;22:367–81. https://doi.
org/10.1093/ejo/22.4.367.

 211. Bucca C, Cicolin A, Brussino L, et al. Tooth loss and 
obstructive sleep apnoea. Respir Res. 2006;7.

 212. Douglass JB, Meader L, Kaplan A, Ellinger 
CW.  Cephalometric evaluation of the changes in 
patients wearing complete dentures: a 20-year study. 
J Prosthet Dent. 1993;69(3):270–5.

 213. Bucca C, Carossa S, Pivetti S, Gai V, Rolla G, Preti 
G.  Edentulism and worsening of obstructive sleep 
apnoea. Lancet. 1999;353(9147):121–2.

 214. Bucca C, Carossa S, Colagrande P, Brussino L, 
Chiavassa G, Pera P, Rolla G, Preti G.  Effect of 
edentulism on spirometric tests. Am J Respir Crit 
Care Med. 2001;162:1018–20.

 215. Ramar K, Dort LC, Katz SG, Lettieri CJ, Harrod CG, 
Thomas SM, Chervin RD. Clinical practice guide-
line for the treatment of obstructive sleep apnea and 

G. G. Demerjian and P. Goel

https://doi.org/10.1093/ejo/26.4.397
https://doi.org/10.1093/ejo/26.4.397
https://doi.org/10.1016/j.ajodo.2006.10.034
https://doi.org/10.1093/ejo/21.4.363
https://doi.org/10.1093/ejo/21.4.363
https://doi.org/10.1093/ejo/22.4.367
https://doi.org/10.1093/ejo/22.4.367


171

snoring with oral appliance therapy: an update for 
2015. J Clin Sleep Med. 2015. Web.

 216. Almeida FR, Lowe AA. Principles of oral appliance 
therapy for the management of snoring and sleep 
disordered breathing. Oral Maxillofac Surg Clin 
North Am. 2009;21.4:413–20. Web. Accessed 6 Jul 
2017.

 217. Sher AE, Schechtman KB, Piccirillo JF.  The effi-
cacy of surgical modifications of the upper airway in 
adults with obstructive sleep apnea syndrome. Sleep. 
1996;19(2):156–77.

 218. Won CHJ, Li KK, Guilleminault C. Surgical treat-
ment of obstructive sleep apnea: upper airway and 
maxillomandibular surgery. Proc Am Thorac Soc. 
2008;5(2):193–9.

 219. Prinsell JR.  Maxillomandibular advancement 
surgery in a site-specific treatment approach for 
obstructive sleep apnea in 50 consecutive patients. 
Chest. 1999;116(6):1519–29.

 220. Guardiano SA, Scott JA, Ware JC, Schechner 
SA.  The long-term results of gastric bypass on 
indexes of sleep apnea. Chest. 2003;124(4):1615–9.

 221. Peppard PE, Young T, Palta M, Dempsey J, 
Skatrud J.  Longitudinal study of moderate weight 
change and sleep-disordered breathing. JAMA. 
2000;284:3015–21.

 222. Maree B, Goldsworthy UR, Cary BA, Hill CJ. A diet 
and exercise program to improve clinical outcomes 
in patients with obstructive sleep apnea—a feasibil-
ity study. J Clin Sleep Med. 2009;5(5):409–15.

 223. Scanlan MF, Roebuck T, Little P, Redman J, Naughton 
MT.  Effect of moderate alcohol upon obstructive 
sleep apnoea. Eur Respir J. 2000;16(5):909–13.

 224. Arnulf I, Homeyer P, Garma L, Whitelaw WA, 
Derenne J.  Modafinil in obstructive sleep apnea-
hypopnea syndrome: a pilot study in 6 patients. 
Respiration. 1997;64(2):159–61.

 225. Camacho M, Certal V, Abdullatif J, Zaghi S, Ruoff 
CM, Capasso R, Kushida CA. Myofunctional therapy 
to treat obstructive sleep apnea: a systematic review 
and meta-analysis. Sleep. 2015;38(5):669–75.

 226. Matsuzawa Y, Hayashi S, Yamaguchi S, Yoshikawa 
S, Okada K, Fujimoto K, Sekiguchi M.  Effect of 
prone position on apnea severity in obstructive sleep 
apnea. Intern Med. 1995;34(12):1190–3.

 227. Tsuda H, Fastlicht S, Almeida FR, Lowe AA. The cor-
relation between craniofacial morphology and sleep-
disordered breathing in children in an undergraduate 
orthodontic clinic. Sleep Breath. 2011;15(2):163–71.

 228. Menon A, Kumar M. Influence of body position on 
severity of obstructive sleep apnea: a systematic 
review. ISRN Otolaryngol. 2013;2013:670381.

 229. Lloyd S, Cartwright R.  Physiologic basis of 
therapy for sleep apnea. Am Rev Respir Dis. 
1987;136(2):525–6.

 230. Phillips CL, Grunstein RR, Darendeliler MA, 
Mihailidou AS, Srinivasan VK, Yee BJ, Marks GB, 
Cistulli PA. Health outcomes of continuous positive 
airway pressure versus oral appliance treatment for 
obstructive sleep apnea. Am J Respir Crit Care Med. 
2013;187(8):879–87.

 231. Gauthier L, Laberge L, Laforte M, Pompre PH, 
Lavigne GJ.  Mandibular advancement appli-
ances remain effective in lowering respiratory 
disturbance index for 2.5-4.5 years. Sleep Med. 
2011;12(9):844–9.

8 Immunologic and Physiologic Effects of Dental Sleep Appliance Therapy


	8: Immunologic and Physiologic Effects of Dental Sleep Appliance Therapy
	8.1	 Introduction
	8.2	 Causes of OSA
	8.3	 Risk Factors
	8.3.1	 Obesity
	8.3.2	 Narrow Airways
	8.3.3	 High Blood Pressure
	8.3.4	 Chronic Nasal Congestion
	8.3.5	 Smoking
	8.3.6	 Diabetes
	8.3.7	 Genetics
	8.3.8	 Asthma

	8.4	 Signs and Symptoms of OSA
	8.4.1	 Excessive Daytime Sleepiness
	8.4.2	 Loud Snoring
	8.4.3	 Nighttime Sweating
	8.4.4	 Decreased Libido

	8.5	 OSA Correlation to Medical Conditions
	8.5.1	 Diabetes
	8.5.2	 Blood Pressure
	8.5.3	 Gastroesophageal Reflux Disorder
	8.5.4	 Irritable Bowel Syndrome
	8.5.5	 Cardiovascular System
	8.5.6	 Chronic Renal Failure
	8.5.7	 Stroke
	8.5.8	 Metabolic Syndrome
	8.5.9	 Headaches
	8.5.10	 Effects of Hormones
	8.5.11	 Sleep Homeostasis
	8.5.12	 Trigeminal Cardiac Reflex

	8.6	 OSA Correlation to Dental Conditions
	8.6.1	 Sleep Bruxism
	8.6.2	 Malocclusion

	8.7	 Dentofacial Changes Via Orthodontic/Orthopedic Treatments
	8.7.1	 Maxillary Expansion
	8.7.2	 Hyoid Bone

	8.8	 Dental Orthopedic Jaw Position: Loss of Vertical Dimension/Bite Collapse
	8.8.1	 American Academy of Dental Sleep Medicine (AASM)
	8.8.1.1	 Recommendation on Dental Sleep Appliance Therapy
	8.8.1.2	 Suggested Recommendations


	8.9	 Medical Intervention
	8.9.1	 Diagnosis
	8.9.2	 Treatment Options
	8.9.3	 CPAP
	8.9.4	 Oral Appliance
	8.9.5	 Surgical Treatment
	8.9.6	 Adjunctive Therapy
	8.9.7	 Bariatric Surgery
	8.9.8	 Pharmacological Management
	8.9.9	 Myofunctional Therapy
	8.9.10	 Positional Therapy

	References


