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Recomendaciones

Diagnostico y tratamiento de la enfermedad por reflujo gastroesofagico:
recomendaciones de la Asociacion Mexicana de Gastroenterologia

Resumen Los nuevos conceptos en la fisiopatologia de la enfermedad por reflujo gastroe-
sofagico (ERGE) y los constantes avances tecnologicos aplicados al diagnostico y el tratamiento
de esta condicion clinica hacen necesarias la revision frecuente y la actualizacion de guias
clinicas, recomendaciones y posturas oficiales de los principales organismos académicos a nivel
mundial. La Asociacion Mexicana de Gastroenterologia, consciente de esta responsabilidad,
retine a los expertos nacionales de este tema para analizar la evidencia cientifica mas reciente y
construir una serie de recomendaciones practicas para orientar y facilitar el proceso diagnostico
y el tratamiento eficaz de los pacientes afectados por esta enfermedad. Se incluyen algorit-
mos, diagramas de flujo, cuadros y tablas que concentran estas recomendaciones y se agregan
opiniones sobre el manejo de la ERGE en poblaciones sensibles como las mujeres embarazadas
y las personas de la tercera edad.

© 2016 Asociacion Mexicana de Gastroenterologia. Publicado por Masson Doyma México S.A.
Este es un articulo Open Access bajo la licencia CC BY-NC-ND (http://creativecommons.org/

licenses/by-nc-nd/4.0/).

Generalities, pathophysiology, and clinical
presentation

Definition and general concept of gastroesophageal
reflux disease

GERD is a result of the ascent of the gastric or gastroduo-
denal content above the gastroesophageal junction, which
causes symptoms and/or esophageal lesions that affect the
health and quality of life of the individuals that suffer from
it.!2

Classification and definition of the main
gastroesophageal reflux disease phenotypes

The most widely used classification of GERD, worldwide, is
the Montreal Classification® (Fig. 1). It divides GERD into

2 large groups: esophageal syndromes and extra-esophageal
syndromes. Esophageal syndromes are, in turn, subdivided
into those characterized by being purely symptomatic, such
as nonerosive reflux disease (NERD) and noncardiac chest
pain, and those that in addition to symptoms, present with
lesions that are macroscopically visible at conventional
endoscopy. Traditionally, and from a practical perspective,
3 phenotypic varieties of GERD are recognized that can be
diagnosed through endoscopy alone: NERD, erosive reflux
disease (ERD), and Barrett’s esophagus (BE). However, care
must be taken to rule out functional heartburn in NERD
patients. The symptoms are the common denominator in
all these variants, and each one has a different clinical
behavior.

The extra-esophageal syndromes are subdivided into
those with sufficient clinical evidence to relate the symp-
tom to GERD, such as chronic cough, posterior laryngitis,
difficult-to-control asthma, and dental erosions, and in

Esophageal Extraesophageal
syndromes syndromes
A v v v
Symptomatic Syndromes with Established Proposed
syndromes mucosal lesion associations associations
v v A A
Nonerosive Esophagitis Cough due to reflux Pharyngitis
reflux disease " A
: Laryngitis due Sinusitis
(NERD) Stricture o
ic pai Barrett's Idiopathic
WIBEE EEl Asthma due to reflux pulmonary fibrosis
due to reflux esophagus _ ©
ACEeEETGTERE Dental erosions due Recurrent otitis
to reflux media

Figure 1  Montreal Classification for GERD.
Taken from Vakil et al.>.
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Table 1  Worldwide prevalence of heartburn and/or regur-
gitation at least once a week.

Region or country Heartburn and/or regurgitation

at least once a week
18.1%-27.8%

The United States

Europe 8.8%-25.9%
The Far East 2.2%-7.8%
Australia 11.6%
Argentina 23.0%
Mexico 19.6%-40%

those in which it has not been possible to relate the symp-
tom to GERD, such as pharyngitis, sinusitis, recurrent otitis
media, and pulmonary fibrosis.

Prevalence of gastroesophageal reflux disease

GERD is a frequent disease, but its prevalence is difficult to
estimate, especially when taking symptom frequency into
account. Different studies on the topic generally speak of
the prevalence of symptoms suggestive of the disease, but
very few clearly demonstrate GERD.

Analyzing only the studies that consider the presence of
heartburn or regurgitation once a week, the reported preva-
lence varies from 18.1 to 27.8% in the United States, from 8.8
to 25.9% in Europe, from 2.2 to 7.8% in the Far East, 11.6% in
Australia, 23% in Argentina, and from 19.6 to 40% in Mexico
(Table 1). Based on the results from a recent national survey
(SIGAME),* it was found that in an open Mexican population,
according to the Rome llI criteria, the frequency of heart-
burn or regurgitation at least once a week is 12.1% (95% ClI,
11.09 to 13.1), it is 1.2% (95% Cl, .09 to 1.3) in those that
present with symptoms daily, and it is 49.1% (95% CI, 47.5
to 50.6) in those that present with symptoms at least once
a month (Table 2). That study concludes that GERD is a dis-
ease with a high prevalence in Mexico, with regurgitation as
the main symptom, followed by heartburn and a bitter taste
in the mouth. The subjects with symptoms of GERD were
significantly older. A multivariate analysis showed that the
greatest prevalence was found in the male sex, with stud-
ies on university students or professionals, and that they
belonged to medium-high and high economic strata.

The international DIGEST study® estimated that the
prevalence of GERD symptoms is 7.7%, with heartburn as
the most frequent (13.5%) of the digestive symptom group.
It also showed that regurgitation represents an important
percentage (10.2%).

In Latin America, there are very few reports in the lit-
erature on the prevalence of GERD. A systematic review

Table 2 Prevalence of heartburn and/or regurgitation in
Mexico based on their frequency.

Heartburn and/or regurgitation in Mexico (SIGAME)

Daily 1.2%
Once a week 12.1%
Once a month 49.1%

evaluated prevalence studies in the region (a total of 8
studies, one in Argentina, 5 in Brazil, and 2 in Mexico),
concluding that there was a 3 to 11.9% prevalence.®

National and worldwide incidence

There is very little information on GERD incidence, with no
national reports and very few foreign ones. A 5% incidence
of reflux esophagitis in endoscopies carried out on an open
Chinese population was reported,” along with a 22.5% inci-
dence in patients with heartburn, whereas a 1.77 to 2.80%
incidence of reflux was reported in Iran.?

Risk factors and susceptible population

Some of the most important risk factors for developing GERD
are: heredity, overweight, central obesity, smoking, alcohol,
and pregnancy.

The above should not be confused with the factors that
favor or exacerbate gastroesophageal reflux (GER), such as
fats, chocolate, coffee, alcohol, and gastric banding. How-
ever, evidence is poor and controversial and so must be
individualized for each patient.’

Helicobacter pylori does not directly participate in the
pathophysiology of GERD and thus its eradication should not
be considered part of GERD treatment.

Pathophysiology of gastroesophageal reflux disease

GERD pathophysiology is multifactorial. Its main patho-
physiologic mechanism is transient lower esophageal
sphincter relaxation (TLESR), defined as a LES relaxation
of >1 mmHg/s lasting at least 10 s and a pressure nadir of
<2mmHg in the absence of a swallow 4 s before and 2 s
after the beginning of the LES relaxation.

Other mechanisms that participate in GERD are the
esophageal clearance disorders, whether mechanic (peri-
stalsis or Earth’s gravity) or chemical (saliva), antireflux
barrier alterations (hiatal hernia, reduced LES pressure),
delayed gastric emptying, or duodenal-gastric reflux.'®

The extra-esophageal pathophysiologic manifestations
are based on the direct acid damage to the pharyngeal
mucosa and possible bronchial microaspiration episodes, as
well as esophageal distension with a vagovagal reflex that
produces bronchial spasm and associated symptomatology.

Diagnosis
Symptoms

The typical GERD symptoms are heartburn and regurgita-
tion. The presence of typical symptoms 2 or more times a
week in a young patient (under 50 years of age) with no
alarm symptoms establishes the presumptive diagnosis of
GERD. A therapeutic trial with a proton pump inhibitor (PPI)
is recommended for these patients.?'"?
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Los Angeles Classification
Grade A > 1 mucosal break < 5 mm not extending between folds
Grade B > 1 mucosal break > 5 mm not extending between folds
Grade C > 1 mucosal break continuous between folds but involves < 75% of
the circumference of the esophagus
> 1 mucosal break that involves at least 75% of the circumference of
Grade D the esophagus
Figure 2 The Los Angeles Classification.

Taken from Lundell et al. Gut 1999;45(2):172-180.

Therapeutic trial

A PPI trial can be utilized to diagnose GERD in patients that
have typical symptoms with no red flags. There is no consen-
sus as to the type of PPI, dose, duration, or result evaluation.
In general, a double PPI dose is recommended for a mini-
mum of 2 weeks and is considered positive when symptom
improvement is above 50%. Even though this test is easy to
perform and widely available, its sensitivity and specificity
are low. "2 14

Symptom questionnaires

Symptom questionnaires are instruments that identify GERD
patients. The ReQuest, Carlsson-Dent, and RDQ have been
validated in Spanish. They are frequently used in research
studies, but their usefulness in daily practice is limited
because of sub-optimal sensitivity and specificity.'> '8

Conventional endoscopy and biopsies

Endoscopy should not be routinely used as a screening study
for GERD due to its poor diagnostic sensitivity.

Endoscopy is useful for detecting GERD complications,
such as esophagitis (Fig. 2), stricture, BE, and adenocarci-
noma. Therefore, it is indicated in cases of GERD with more
than 5 years of progression or refractory GERD, in patients
with alarm symptoms such as dysphagia, gastrointestinal
bleeding, chest pain, and unintentional weight loss, and in
patients with risk factors for BE and in cases of suspected
eosinophilic esophagitis.?%1°

The taking of biopsies during endoscopy is indicated
in cases with lesions suggestive of BE and suspicion of
eosinophilic esophagitis. They should not be taken to confirm
GERD diagnosis.

Magnifying endoscopy and the use of optical filters

Magnifying endoscopy with conventional or electronic chro-
moendoscopy (NBI, FICE, i-Scan) enables the identification
of microerosions and alterations in the vascular pattern of
the esophageal mucosa in patients with NERD. Confocal laser
endomicroscopy evaluates esophageal mucosal histology at
the cellular level in real time and enables directed biopsies
to be performed to detect dysplasia in BE. These techniques
are not recommended in the routine evaluation of GERD
patients.?0-2

Esophagogram

Esophagogram is not useful for diagnosing GERD. It is indi-
cated in the evaluation of esophageal strictures, large hiatal
hernias, and suspicion of short esophagus in patients that are
candidates for anti-reflux surgery.?*

Esophageal pH monitoring (pH study)

The ambulatory 24 to 48h measuring of esophageal pH
(pH study) is indicated in patients with typical or extra-
esophageal symptoms of GERD and negative endoscopy that
do not respond to PPI therapy, and to confirm the pres-
ence of pathologic reflux in patients that are candidates for
anti-reflux surgery with no evidence of esophageal mucosal
lesions at endoscopy. Care should be taken to suspend acid-
blocking medications at least 7 days before the study. The
routine performance of intragastric pH measurement in the
proximal esophagus or the hypopharynx is not recommended
in the evaluation of GERD patients.?

The Bravo system

The wireless system (Bravo capsule) of esophageal pH mea-
surement, compared with pH equipment with probes, is
better tolerated by the patient and has greater sensitivity
for detecting acid reflux and establishing the association of
symptoms with reflux episodes. Its limitations are cost and
availability, chest pain, and the fact that it does not detect
non-acid reflux.26-2¢

Esophageal impedance-pH monitoring

The ambulatory 24h esophageal impedance-pH measure-
ment is indicated in cases of refractory GERD to identify the
role of non-acid reflux in persistent symptoms that do not
respond to PPIs. It can detect excessive supragastric burping
and rule out rumination when combined with high resolution
manometry, but it cannot diagnose biliary reflux.'?2%:3

The indication for measuring esophageal reflux with or
without PPl depends on the pre-test probability of pre-
senting with GERD:

a. Patients with a low pre-test probability of presenting
with GERD, that is, those patients with PPl-refractory
symptoms, extra-esophageal manifestations, negative
endoscopy, or those patients that are candidates for anti-
reflux surgery can be evaluated through conventional pH
study, impedance-pH test, or the Bravo capsule without
PPI treatment. "

b. Patients with a high pre-test probability of presenting
with GERD, that is, those patients with typical symp-
toms, endoscopy with hiatal hernia, or with PPl response
should be evaluated through an impedance-pH test with
PPI treatment.

Symptom index and symptom association
probability

The indices for the association of symptoms with
reflux episodes (symptom index and symptom association
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probability) are useful for classifying patients with GERD
according to the Rome criteria.

Because their precision depends on the adequate recor-
ding of symptoms by the patient and on the percentage of
time with reflux, these indices should not be used as the
only criteria for indicating anti-reflux surgery.3%33

Bilitec

The ambulatory measuring of duodenogastroesophageal
reflux with Bilitec 2000 is of little clinical usefulness and
is currently unavailable. Its use is limited to research
studies. 3%

Esophageal manometry

Esophageal manometry is not useful for diagnosing GERD. It
should be routinely performed in the preoperative evalua-
tion of patients that are candidates for anti-reflux surgery
to rule out severe alterations in esophageal motility (acha-
lasia, scleroderma). It is indicated for locating the LES and
the proper placement of pH electrodes.3%3

High resolution and impedance manometry

High resolution esophageal manometry is superior to con-
ventional manometry in relation to diagnostic performance
because it utilizes a standardized, objective measuring sys-
tem that enables the simultaneous visualization of the
contractility of the entire esophagus, and as a result, con-
tractility patterns are more easily recognized and have
greater reproducibility. It is very useful for evaluating
dysphagia after anti-reflux surgery. When combined with
an impedance study, it can distinguish rumination from
GERD-associated regurgitation and it detects excessive
supragastric burps associated with GERD.37:38

Other technologies for diagnosing
gastroesophageal reflux disease

The following are new techniques whose clinical usefulness
in the diagnostic evaluation of patients with GERD is still
being studied:

a. Impedance measuring of the esophageal mucosa distin-
guishes patients with GERD from those without GERD,
with achalasia, and with eosinophilic esophagitis.>’

b. The determination of pepsin in saliva through monoclonal
antibodies is a noninvasive method that distinguishes
patients with GERD from those with functional heartburn
and identifies patients with laryngopharyngeal reflux. Its
diagnostic sensitivity and specificity depends on the lev-
els of pepsin and the number of saliva samples analyzed
and when they were taken. Two samples in the postpran-
dial period are recommended.*

c. The pharyngeal pH measuring system (Restech) is a new
system for detecting aerosolized and liquid acid in the
hypopharynx during 24h. It is poorly correlated with

impedance-pH monitoring and its role as a predictor of
surgical treatment response is controversial.*'

d. Hypopharyngeal impedance-pH monitoring is a novel
technique specifically designed for detecting reflux
episodes in the proximal esophagus and hypopharynx. It
has shown advantages in the detection of laryngopharyn-
geal reflux in patients with bronchopulmonary disorders,
but its usefulness as a predictor of response to surgical
treatment is not yet clear.”?

e. Impedance planimetry utilizing an endoscopic functional
luminal imaging probe (EndoFLIP) measures esophageal
distensibility and the esophagogastric junction. Its use-
fulness in GERD diagnosis and in the calibration of
fundoplication during anti-reflux surgery is still being
evaluated.®>*

Medical treatment
Treatment aims

The treatment of GERD patients should be individualized and
oriented towards the clinical presentation of the disease and
symptom intensity.

The aim in relation to the nonerosive variant with typical
symptoms is symptom control, and in the erosive variant, is
erosion cicatrization and the prevention of complications.

In patients with BE, the aim is to prevent progression to
dysplasia and adenocarcinoma.

And in patients with atypical GERD (cough, asthma,
laryngitis, etc.), the aim is to control the symptoms
and prevent complications, as long as there is evidence
associating laryngeal symptoms with GERD (see Diagnosis
section).

Nonpharmacologic treatment

Lifestyle modifications

Lifestyle modifications and dietary recommendations
should be individualized for each patient.*“¢ Evidence
shows that it is recommendable to:

Lose weight, in overweight and obese subjects’

Stop smoking*>:4¢

Reduce alcohol consumption®

Raise the head of the bed*®*

Sleep in the left lateral decubitus position

Avoid abundant food intake at least 2h before going
to bed at night, especially if the subject has nocturnal
symptoms>°

There is no evidence for a general recommendation to
eliminate foods that can apparently trigger reflux symp-
toms, such as: spicy food, citrus fruit, foods with a
high fat content, products with caffeine, and carbonated
beverages.® If the patient finds that any of these foods are
associated with his or her symptoms, eliminating them from
the diet can be beneficial.
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Table 3

Proton pump inhibitor regimens and types of doses.

Proton pump inhibitor

Standard dose

Double dose

Divided dose®

Conventional
Omeprazole

Lansoprazole
Rabeprazole
Pantoprazole

Esomeprazole

Dual delayed-release
Dexlansoprazole

20mg 30 min before breakfast
15mg 30 min before breakfast
20 mg 30 min before breakfast
40 mg 30 min before breakfast

40 mg 30 min before breakfast

30mg in the morning,

20mg 30 min before breakfast
and before dinner
15mg 30 min before breakfast
and before dinner
20 mg 30 min before breakfast
and before dinner
40 mg 30 min before breakfast
and before dinner
40 mg 30 min before breakfast
and before dinner

60mg in the morning,

10 mg 30 min before breakfast
and before dinner

10 mg 30 min before breakfast
and before dinner
20 mg 30 min before breakfast
and before dinner
20 mg 30 min before breakfast
and before dinner

regardless of food intake

Immediate release
Omeprazole + HCO3 20 mg + 1,100 mg 30 min before

breakfast

regardless of food intake

40 mg+ 1,100 mg 30 min before -
breakfast

@ Only the PPIs for which there is evidence for recommending their use are presented

Pharmacologic treatment

Medications used in GERD treatment are: antacids, algi-
nates, sucralfate, histamine,-receptor antagonists (H,RAs),
prokinetics, PPls, and TLESR inhibitors.

Antacids and alginates

Antacids and alginates are recommended for symptom relief
and do not contribute to erosion cicatrization or prevent
the development of complications.>">2 There is no evidence
supporting their chronic use.

Histamine,-receptor antagonists

H,RAs should not be used as first-line treatment and are
auxiliaries in PPl management.>* They can be used in cases of
GERD with typical and sporadic symptoms. They can also be
used as treatment in cases of NERD if they produce symptom
relief and in cases of nocturnal GERD (together with a PPl in
the morning), but they are recommended for short periods
since tachyphylaxis is produced in 7 days.>*>> They are also
indicated in GERD in the context of PPI hypersensitivity or
side effects.

Sucralfate
There is no evidence for its recommendation.?

Prokinetics
These medications should not be used as the sole treatment
in GERD management. When symptoms suggest gastric emp-
tying alterations (e.g. overlap with dyspepsia), prokinetics
can be used in combination with a PPI.2:56:57

It is important to be aware that prokinetics can
have relevant side effects that should be watched for,
such as hyperprolactinemia, late dyskinesia, diarrhea, and
headache.

Proton pump inhibitors

PPIs are first-choice medications for the treatment of GERD
in all its clinical forms, given that they provide greater
and faster symptom relief, as well as higher cicatriza-
tion percentages, compared with placebo, antacids, and
HZRAS.51'55’58

There are currently various PPIs (Table 3) and all of
them, when adequately prescribed, are efficacious.? %%
Even though studies show varying rates in intragastric pH
control and symptom response, meta-analyses have shown
that effectiveness among the different PPIs is similar.>’

It is important to instruct patients that ‘‘conventional’’
PPIs should be taken at least 30min before breakfast,
because that is the time of day in which there is a
greater quantity of active pumps in the parietal cells.”
A dual delayed-release PPI, dexlansoprazole, has recently
become available. In pharmacokinetic studies, it has been
shown to maintain adequate therapeutic levels, regardless
of food intake, which facilitates treatment adherence.®®
Some studies have even recommended dexlansoprazole use
as management therapy in patients with NERD that have
achieved symptom control with double doses of conven-
tional PPIs.®" However, more studies are needed comparing
dexlansoprazole with the other PPIs. A combination of
omeprazole and bicarbonate with no enteric coating layer
is also available in Mexico and is considered a drug of
immediate release, which apparently has a faster effect.
Nevertheless, more studies with respect to this are required.

Long-term safety of proton pump inhibitors
In general, PPIs are considered safe and adverse effects
are rare (< 2%), the most common of which are: nausea,
diarrhea, headache, insomnia, and anaphylaxis.®?

In regard to long-term safety, some adverse effects have
been described in the last few years: osteoporosis,®>®* vita-
min deficiencies,®® hyperplastic polyps, interaction with
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medications (clopidogrel),®”®® bacterial overgrowth, and
Clostridium difficile infection.®-"!

Due to this, numerous meta-analyses have been con-
ducted with controversial results. Nevertheless, evidence
allows the following recommendations to be made:

e Chronic PPI use, especially in subjects over 65 years of
age, is a risk factor for C. difficile and other enteric infec-
tions, such as Salmonella and Campylobacter.®®

e Chronic PPI use should not be considered the sole risk
factor for osteoporosis.®*

e Even though short-term PPl use is associated with the
development of community-acquired pneumonia in a
high-risk population, it is no greater than that associated
with H,RA use.”%7!

e Concomitant PPI use with clopidogrel does not increase
the risk for cardiovascular events.®”-¢

Transient lower esophageal sphincter relaxation
inhibitors

At present, baclofen has shown greater usefulness for reduc-
ing TLESRs. This drug is not available in Mexico, but there
is moderate evidence that the use of this GABA-B agonist
reduces transient sphincter relaxations, thus reducing reflux
episodes (acid and non-acid).”>7? It is recommended as an
adjuvant to PPIs in patients with failed response to these,
although its high incidence of adverse effects must be taken
into account, such as headache, dizziness, and constipation,
limiting its clinical use.

Treatment strategies and duration

Nonerosive reflux disease treatment
The standard PPl dose is recommended in these cases
(Table 3) for a period of 4 weeks (fig. 3).2'2°® If symptom
control is achieved, the medication should be suspended and
reinitiated in case of relapse.”*”*

If there is recurrence, the following maintenance regi-
mens with PPIs can be employed:

a. Continuous: uninterruptedly use the minimum PPl dose
that provides symptom control.”’

b. On-demand: use the standard dose every time the patient
presents with symptoms and suspend it when they have
been controlled.”

c. Intermittent: use the standard dose for defined periods
of at least 2-4 weeks every time there is symptom
recurrence.”’

Another maintenance option is to switch from a PPl to a
H,RA, using the latter for short periods and only in the case
of mild or intermittent symptoms.’®

If response is partial or nonexistent with the initial
PPI dose, the following situations should be investigated
(fig. 3):77

e adequate drug prescription and administration
e product quality
e treatment adherence

If none of the abovementioned applies, then doubling
the dose (see Table 3), changing the PPI, or dividing the

dose during the day (if there are nocturnal symptoms) are
strategies that should be tried.”®-%? If there is no symptom
control despite taking these measures, the patient should
be re-evaluated (see Diagnosis) and categorized as having
PPI failure or refractory GERD.

Erosive reflux disease treatment

In cases of ERD, 8-week PPl treatment achieves symp-
tom control and endoscopic cure of lesions in more than
80% of the cases.?'?5" Duration depends on lesion severity
(Fig. 4).

In cases of esophagitis C and D, experts recommend
repeat endoscopy study at 8 to 12 weeks from the begin-
ning of treatment to rule out BE that has been hidden by
inflammation. Due to the fact that in C and D cases recur-
rence is nearly 100% at 6 months, endoscopic evaluation is
recommended upon treatment completion.””-83 Maintenance
treatment should be individualized in those cases and evalu-
ated in accordance with patient expectations and his or her
environment. These are options that can include continuous
PPI treatment and even the possibility of surgical treatment
(see Surgical treatment section).

Treatment of atypical gastroesophageal reflux disease
Extraesophageal manifestations with typical symptoms: in
patients with extra-esophageal symptoms (laryngitis, cough,
and asthma) that also suffer from typical symptoms (heart-
burn and/or regurgitation), beginning therapy with a PPI
trial (double dose for 8 to 12 weeks) is indicated.'? In these
cases the response to atypical symptom is unpredictable. If
there is good response, treatment should be prolonged and
evidence suggests that the double dose should be prescribed
for periods of up to 2-3 months.?* If there is no improve-
ment in 3 months, the symptoms are most likely secondary
to another cause and diagnosis should be reconsidered.

No evidence supports the use of prokinetics in patients
with laryngopharyngeal reflux, whether combined with
a PPl or as monotherapy. A recent systematic review,
including only 4 high quality studies to be analyzed, deter-
mined that there was a high risk for bias due to the
heterogeneity with which laryngopharyngeal reflux was
defined.

In patients that present only with supposed atypical
manifestations of GERD, a monitoring test, such as an
impedance-pH study, is recommendable before administer-
ing PPI treatment.® If there is no abnormal esophageal
exposure to acid or positive symptom association, GERD is
ruled out as the cause of extra-esophageal symptoms and
the patient should be re-evaluated.

Treatment of erosive reflux disease in cases of proton
pump inhibitor failure (refractory gastroesophageal
reflux disease)

Patients categorized as having PPI failure or refractory GERD
according to Figure 3 should be re-evaluated to rule out
other causes that could explain their symptoms.

If the patients persist with typical symptoms, endoscopy
is recommendable to rule out entities that include
eosinophilic esophagitis and organic dyspepsia, among oth-
ers, and thus reconsider treatment.'>% If endoscopy is
negative, manometry should be carried out and then



Gastroesophageal reflux disease diagnosis and treatment

215

PPl in standard dose
(4 weeks)
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Inadequate administration
Product quality
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PPI failure
Double dose of PPIs
Change PPI
Divide dose
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v
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Figure 3

Nonerosive reflux disease management. In the proposed maintenance regimens, the red ovals indicate symptom reap-

pearance. For example, in the on-demand regimen, once symptoms appear, treatment is given for the length of time the patient has
symptoms (white rectangles); in the intermittent regimen, treatment duration can vary from 2 to 4 weeks, even when symptoms

are no longer present.
PPI: proton pump inhibitor.

an esophageal impedance-pH monitoring study while the
patient is taking a PPIL.'285 Based on this study, there are
3 possibilities (Fig. 5):

1. Persistence of abnormal esophageal exposure to acid:
in these cases a change of PPI, dividing or increasing
the dose, or adding a nocturnal dose of H,RA can be
recommended.

2. Esophageal exposure to normal acid, but positive symp-
tom association with non-acid reflux: baclofen (not
available in Mexico) is indicated in these cases, and
although still controversial, some studies suggest surgical
treatment could be beneficial.”?7387,88

3. Negative study (with no evidence of acid or non-acid
reflux): GERD is ruled out as the cause of symptoms in

these cases and they are classified as functional heart-
burn. Visceral analgesics and other neuromodulators,
such as amitriptyline, desipramine, citalopram, and ven-
lafaxine are indicated.®

If the patients persist with atypical symptoms and there is
no improvement, they should be reevaluated by a specialist
in otorhinolaryngology, pneumology, allergology, or psychi-
atry, depending on the case. If a pH study was not carried
out during the initial evaluation of the case, it is important
to perform one without treatment, and depending on the
result, reconsider the treatment. If the pH study is nega-
tive, GERD can be ruled out as the cause of the symptoms,
but if the study is positive, then the PPI should be changed
or the dose divided or increased.
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Figure 4

Treatment of special cases
Barrett’s esophagus

Definition of Barrett’s esophagus

BE is a premalignant lesion of the esophagus that is defined
as the replacement of the squamous epithelium of the dis-
tal portion of the esophagus with columnar epithelium of
any length, suspected by its endoscopic appearance and
corroborated by a histopathology study reporting complete
intestinal metaplasia.®®®"

Prevalence of and risk factors for Barrett’s esophagus
GERD is the most important pathogenic factor for the devel-
opment of BE and its prevalence in GERD patients varies
from 10 to 15%. Additional factors such as race, age, male
sex, smoking, obesity, and hiatal hernia, among others, also
play a significant role.”?

The intentional search for BE through endoscopy is justi-
fied in subjects that have various risk factors: men above 50
years of age, a history of GER symptoms of long progression
(more than 5 years), especially if the patient presents with
obesity or overweight."%3

Erosive reflux disease management.

Just having symptoms of GER is not sufficient justifica-
tion for performing endoscopy in the search for BE. Despite
the fact that a considerable number of the adult population
complains of reflux symptoms, only a small number of them
develop BE. The prevalence of BE reported in the general
population varies from 1.2 to 1.6%.°4%

Treatment and surveillance of Barrett’s esophagus
Ideally, cases of BE should be treated by a specialist and
preferably at a referral center. Despite the fact that at
present there is not enough evidence to support medical
or surgical treatment as a strategy for preventing the neo-
plastic progression of BE, PPIs should be used, preferably in
a continuous regimen, to control reflux symptoms.

Endoscopic surveillance at established intervals in accor-
dance with the presence and grade of dysplasia is
recommended in all patients with BE. The diagnosis of dys-
plasia should be confirmed by a second pathologist or, if
possible, the sample should be sent to an expert patholo-
gist. Intense PPl treatment between follow-up endoscopies
is highly recommendable.

The recommended strategies for endoscopic vigilance are
(Table 4):
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PPI failure

Typical symptoms

Atypical symptoms

Endoscopy

1

Normal

EoE, Dyspepsia,
Organic disease

pH impedance with
PPI

(cough, laryngitis, asthma)

Reevaluate ORL,
pneumology, allergy

Acid reflux persists Non-acid reflux
Double
PPI dose, change PPI,
fraction PPI dose, Baclofen,
add H2RA surgery ?

Figure 5 Management of PPI failure or refractory GERD.

Normal Specific treatment
pH impedance without
PPI
Normal Normal Acid reflux
Visceral Double PPI dose, change
analgesics PPI, fraction PPI dose

EoE: eosinophilic esophagitis; H,RA: histamine-2 receptor antagonists; ORL: Otorhinolaryngology; PPI: proton pump inhibitor.

EB with no dysplasia: endoscopic surveillance with biopsy
is recommended in the first year. If the patient contin-
ues with no dysplasia, endoscopy with biopsy should be
performed every 5 years.

BE with low-grade dysplasia: endoscopy with biopsy
directed at the site of dysplasia every 6 months. After
2 consecutive years with no dysplasia, the patient can
return to the endoscopy regimen for no dysplasia.

BE with high-grade dysplasia: endoscopic or surgical
resection based on the availability of resources and
trained endoscopists or expert surgeons. If the patient
is not a candidate for or does not accept resection,

Table 4 Recommendations for Barrett’s esophagus surveillance.

endoscopy with biopsy should be performed every 3
months.

The current endoscopic BE treatment recommenda-
tion is endoscopic mucosal resection of the visible lesions
and/or radiofrequency ablation of the residual BE to pre-
vent metachronic lesions or recurrent neoplasia, as well as
patient follow-up with endoscopic surveillance.

Endoscopic ablation therapy with liquid nitrogen in spray
(cryotherapy) has been shown to be efficacious in small stud-
ies and has been proposed as alternative therapy for treating

Society High-grade dysplasia Low-grade dysplasia No dysplasia
AGA* Definitive treatment EMR/RFA Repeat EGD in 6 months. If EGD every 3-5 years. Select
or surveillance every 3months there is dysplasia: RFA or high-risk patients (RFA)

annual surveillance

ASGE® Definitive treatment EGD every 6 months for 2 EGDs during first year; then
2 years, then every year every 3 years

ACG%® Definitive treatment Repeat EGD at 6 months; then 2 EGDs during first year; then
every year until regression every 3 years

EGD: esophagogastroduodenoscopy; EMR: endoscopic mucosal resection; RFA: radiofrequency ablation.
@ Taken from Hirota et al. ASGE Guideline: the role of endoscopy in the surveillance of premalignant conditions of the upper Gl tract.

Gastrointest Endosc 2006; 63(4):570-580.



218

F. Huerta-lga et al.

high-grade dysplasia in BE patients, but is not presently rec-
ommended as first-line therapy.

Endoscopic management of gastroesophageal
reflux disease

Endoscopic management of uncomplicated
gastroesophageal reflux disease

Today, the 2 clinically available methods for managing
uncomplicated GERD are radiofrequency ablation (Stretta)
and endoluminal fundoplication with EsophyX. The effec-
tiveness of these methods has not been well confirmed and
they should not be recommended in all patients.

Endoscopic management of complicated

gastroesophageal reflux disease (esophageal stricture)

a. The initial treatment of choice for managing esophageal
strictures due to reflux is endoscopic dilation with plugs
or balloon.

b. There is no evidence of a clear advantage in using
plug dilation or balloon dilation for the management of
esophageal strictures caused by reflux.

c. The management of refractory or complex strictures can
include the use of fully covered self-expandable metal
stents or endoscopic radial incision of the stricture.

d. Patients that receive endoscopic treatment of
esophageal stricture due to reflux should also receive
double dose, continuous PPl treatment.

Surgical management of gastroesophageal reflux
disease

Before considering surgery, it is indispensible to have
objective documentation of GERD, whether demonstrating
mucosal damage through endoscopy (esophagitis of at least
grade B of the Los Angeles Classification, stricture or BE
equal to or greater than 3cm in length) or through 24h
esophageal pH study in the absence of epithelial alterations.
Therefore, all patients that are candidates for surgery
should undergo preoperative endoscopy and, in some cases,
a pH study to confirm the diagnosis. It may be necessary
to carry out an esophagogram in certain patients and ide-
ally all should undergo a preoperative manometry test (see
Diagnosis section).

Indications for surgical treatment of gastroesophageal
reflux disease

Patients with an objective diagnosis of GERD can be consid-
ered for surgical treatment in the following cases:

a. Patients that present with a reduced quality of life, per-
sistent symptoms that cause problems, and/or disease
progression despite adequate PPI therapy.®®%’

b. Patients with good PPl response, PPl-dependent, and
with acceptable quality of life can be considered for
surgery if they wish to have it. The patient must be
informed as to the potential side effects and possible
risks of the surgery.®®%

c. Anti-reflux surgery can improve quality of life in certain
patients with NERD. %0101

d. Patients with extra-esophageal symptoms that have pos-
itive symptom correlation and good PPl response can
benefit from anti-reflux surgery.02-10

e. Patients with GERD and obesity can benefit more from
bariatric surgery, such as gastric bypass, than from anti-
reflux surgery. Indications are based on body mass index
and bariatric surgery criteria.%1%7

f. Patients with large hiatal hernia (> 5cm).

g. Patients with aspiration pneumonia

Novel devices, such as the LINX and EndoStim, are cur-
rently being evaluated and have shown promising results.
However, more comparative, long-term studies are required
to determine their place in GERD treatment.'%-'""

Treatment of gastroesophageal reflux disease during
pregnancy

Heartburn is a frequent symptom during pregnancy and its
main etiologic factor is the hormonal effect of progesterone.
Complications of GERD during pregnancy are not common
and therefore the routine performance of diagnostic studies,
such as endoscopy, is not indicated.

Treatment should be carried out in ascending order,
beginning with lifestyle and dietary modifications. First-line
drug management should be based on antacids and sucral-
fate. If symptoms persist, an H,RA can be included. However,
nizatidine should not be used, given that there have been
reports of spontaneous abortions and congenital malforma-
tions in laboratory animals, leaving PPl use for untreatable
or complicated symptoms and preferably from the second
trimester of gestation. The FDA considers all PPIs class B
drugs, except omeprazole, which is considered class C.""2-""“
In general, prokinetics are not recommended for GERD treat-
ment, and so their use during pregnancy should be oriented
toward the management of difficult-to-control nausea and
vomiting, specifically with metoclopramide, categorized as
a class B drug by the FDA.'"

Treatment of gastroesophageal reflux in the elderly
The aims of GERD treatment in persons above 65 years of
age are essentially the same as those in patients below that
age. Prevalence is difficult to establish, given that there are
few studies specifically conducted on this age group and the
concomitant diseases and other treatments hinder both the
diagnosis and treatment of these patients. In general, fre-
quency and symptom intensity in relation to heartburn and
regurgitation are lower in patients above the age of 65, but
complications of GERD, such as bleeding, stricture, or BE as
primary manifestations of the disease are frequently found.
PPIs are the first-line treatment in any of the clinical
presentations of GERD in this group of patients. The rec-
ommended doses are the same and it should be kept in
mind that treatment will very likely be continuous. Spe-
cial care must be taken in relation to PPIs that compete
with other medications that have hepatic metabolism at the
P450 cytochrome level, such as warfarin, phenytoin, the-
ophylline, benzodiazepines, and calcium channel blockers.
It appears that omeprazole and esomeprazole are the PPIs
that compete the most for the hepatic metabolism site and
so they should be used as little as possible.'®



Gastroesophageal reflux disease diagnosis and treatment

219

Financial disclosure

The authors and coauthors wish to thank the Asociacion Mex-
icana de Gastroenterologia for funding this work.

Conflict of interest

The authors declare that there is no conflict of interest.

Acknowledgments

The authors and coauthors wish to thank Dr. Francisco
Bosques-Padilla, President of the Asociaciéon Mexicana de
Gastroenterologia for extending them his confidence in rela-
tion to this work.

They also wish to give special thanks to the Asociacion
Mexicana de Gastroenterologia for their trust in this working
group and the support and funding provided for carrying out
this important project.

Appendix 1. 2015 GERD Study Group.

2015 GERD Study Group:
Carmona-Sanchez, Ramon. San Luis Potosi, San Luis
Potosi, Mexico.
Noble-Lugo, Alejandra. Mexico City, Mexico.
Nogueira-de Rojas, José Ramon. Irapuato, Guanajuato,
Mexico.
Soto-Pérez, Julio. Mexico City, Mexico.
Gomez-Escudero, Octavio. Puebla, Puebla, Mexico.
Gonzalez-Martinez Marina. Mexico City, Mexico.
Torres-Barrera, Gustavo. Monterrey, Nuevo Ledn, Mexico.
Abreu y Abreu, Ana Teresa. Mexico City, Mexico.
Uscanga-Dominguez, Luis. Mexico City, Mexico.
Icaza-Chavez, Maria Eugenia. Mérida, Yucatan, Mexico.
Bernal-Reyes, Raull. Pachuca, Hidalgo, Mexico.
Hernandez-Guerrero, Angélica. Mexico City, Mexico.
Lopez-Colombo, Aurelio. Puebla, Puebla, Mexico.
Coss-Martinez, Enrique. Mexico City, Mexico.
Torres-Villalobos, Gonzalo. Mexico City, Mexico.

References

1. Huerta-lga F, Tamayo-de la Cuesta JL, Noble-Lugo A, et al.
Consenso mexicano de enfermedad por reflujo gastroesofagico
(Parte 1). Rev Gastroenterol Méx. 2012;77:193-213.

2. Mezerville Cantillo LD, Cabas Sanchez J, Contreras F, et al.
Practice guideline of the Centroamerican and Carribean Asso-
ciation of Gastroenterology and Gastrointestinal Endoscopy for
the management of gastroesophageal reflux disease. Acta Gas-
troenterol Latinoam. 2014;44:138-53.

3. Vakil N, van Zanten SV, Kahrilas P, et al. The Montreal
definition and classification of gastroesophageal reflux dis-
ease: A global evidence-based consensus. Am J Gastroenterol.
2006;101:1900-20.

4. Huerta-Iga F. Sintomas gastrointestinales en México. Un estu-
dio epidemioldgico SIGAME. Remes-Troche JM 1.2 ed. ASECOM
Editorial, S.A. de C.V. 2015. p. 29-42.

5. Stanghellini V. Three-month prevalence rates of gastroin-
testinal symptoms and the influence of demographic factors:
Results from the Domestic International Gastroenterology

10.

1.

12.

13.

14.

15.

16.

17.

18.

19.

20.

21.

22.

23.

24.

25.

26.

Surveillance Study (DIGEST). Scand J Gastroenterol. 1999;231
Suppl:20-8.

. Salis G. Systematic review: Epidemiology of gastroesophageal

reflux disease in Latin America. Acta Gastroenterol Latinoam.
2011;41:60-9.

. Chang CS, Poon SK, Lien HC, et al. The incidence of

reflux esophagitis among the Chinese. Am J Gastroenterol.
1997;92:668-71.

. Delavari A, Morado G, Elahi E, et al. Gastroesophageal reflux

disease burden in Iran. Arch Iran Med. 2015;18:85-8.

. Festi D, Scaioli E, Baldi F, et al. Body weight, lifestyle, dietary

habits and gastroesophageal reflux disease. World J Gastroen-
terol. 2009;15:1690-701.

Tsoukali E, Sifrim D. Investigation of extraesophageal gastro-
esophageal reflux disease. Ann Gastroenterol. 2013;26:1-6.
Tytgat GN, McColl K, Tack J, et al. New algorithm for the treat-
ment of gastro-oesophageal reflux disease. Aliment Pharmacol
Ther. 2008;27:249-56.

Katz PO, Gerson LB, Vela MF. Guidelines for the diagnosis and
management of gastroesophageal reflux disease. Am J Gas-
troenterol. 2013;108:308-12.

Numans ME, Lau J, de Wit NJ, et al. Short-term treatment with
proton-pump inhibitors as a test for gastroesophageal reflux
disease: A meta-analysis of diahnostic test characteristics. Ann
Intern Med. 2004;140:518-22.

DeVault KP, Castell DO. Updated guidelines for the diagno-
sis and treatment of gastroesophageal reflux disease. Am J
Gastroenterol. 2005;100:190-200.

Bolier EA, Kessing BF, Smout AJ, et al. Systematic review: Ques-
tionnaires for assessment of gastroesophageal reflux disease.
Dis Esoph. 2015;28:105-20.

Bardhan KD, Stanghellini V, Armstrong D, et al. International
validation of ReQuest in patients with endoscopy-negative
gastroesophageal reflux disease. Digestion. 2007;75 Suppl
1:48-54.

Carlsson R, Dent J, Bolling-Sternevald E, et al. The use-
fulness of a structured questionnaire in the assesment of
symptomatic gastroesophageal reflux disease. Scand J Gas-
troenterol. 1998;33:1023-9.

Goémez-Escudero O, Remes-Troche JM, Ruiz JC, et al. Diag-
nostic usefulness of the Carlsson-Dent questionnaire in
gastroesophageal reflux disease (GERD). Rev Gastroenterol
Mex. 2004;69:16-23.

Shaheen NJ, Weinberg DS, Deaberg TD, et al. Upper endoscopy
for gastroesophageal reflux disease: Best practice advice from
the clinical guidelines of the American College of Physicians.
Ann Intern Med. 2012;157:803-16.

Yoshikawa |, Yamasaki M, Yamasaki T, et al. Lugol chromoen-
doscopy as a diagnostic tool in so-called endoscopy-negative
GERD. Gastrointest Endosc. 2005;62:608-703.

Hoffman A, Basting N, Goetz M, et al. High-definition
endoscopy with i-Scan and lugol’s solution for more precise
detection of mucosal breaks in patients with reflux symptoms.
Endoscopy. 2009;41:103-12.

Sharma P, Wani S, Bansal A, et al. A feasibility trial of narrow
band imaging endoscopy in patientes with gastroesophageal
reflux disease. Gastroenterology. 2007;133:454-64.

Swager A, Curvers WL, Bergman JJ. Diagnosis by endoscopy
and advanced imaging. Best Pract Res Clin Gastroenterol.
2015;29:97-111.

Saleh CMG, Smout JPM, Bredenoord AJ. The diagnosis
of gastro-esophageal reflux disease cannot be made with
barium esophagograms. Neurogastroenterol Motil. 2015;27:
195-200.

Hirano |, Richter JE. ACG practice guidelines: Esophageal
reflux testing. Am J Gastroenterol. 2007;102:668-85.

Roman S, Mion F, Zerbib F, et al. Wireless pH capsule-yield in
clinical practice. Endoscopy. 2012;44:270-6.


http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0585
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0585
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0585
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0585
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0585
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0585
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0585
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0585
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0585
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0585
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0585
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0585
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0585
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0585
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0585
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0585
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0585
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0585
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0585
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0585
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0585
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0585
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0585
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0585
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0585
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0585
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0585
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0585
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0585
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0585
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0585
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0590
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0590
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0590
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0590
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0590
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0590
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0590
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0590
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0590
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0590
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0590
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0590
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0590
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0590
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0590
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0590
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0590
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0590
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0590
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0590
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0590
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0590
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0590
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0590
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0590
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0590
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0590
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0590
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0590
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0590
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0590
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0590
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0590
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0590
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0590
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0590
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0590
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0590
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0590
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0590
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0590
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0590
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0595
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0595
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0595
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0595
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0595
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0595
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0595
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0595
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0595
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0595
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0595
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0595
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0595
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0595
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0595
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0595
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0595
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0595
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0595
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0595
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0595
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0595
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0595
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0595
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0595
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0595
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0595
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0595
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0595
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0595
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0595
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0595
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0595
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0595
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0605
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0605
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0605
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0605
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0605
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0605
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0605
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0605
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0605
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0605
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0605
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0605
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0605
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0605
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0605
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0605
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0605
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0605
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0605
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0605
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0605
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0605
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0605
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0605
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0605
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0605
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0605
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0605
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0605
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0605
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0605
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0605
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0605
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0605
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0605
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0610
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0610
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0610
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0610
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0610
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0610
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0610
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0610
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0610
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0610
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0610
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0610
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0610
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0610
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0610
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0610
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0610
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0610
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0610
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0610
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0615
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0615
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0615
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0615
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0615
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0615
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0615
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0615
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0615
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0615
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0615
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0615
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0615
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0615
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0615
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0615
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0615
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0615
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0615
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0615
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0615
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0615
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0615
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0615
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0615
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0620
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0620
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0620
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0620
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0620
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0620
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0620
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0620
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0620
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0620
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0620
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0620
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0620
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0620
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0620
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0620
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0620
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0620
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0620
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0620
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0620
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0620
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0625
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0625
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0625
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0625
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0625
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0625
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0625
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0625
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0625
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0625
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0625
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0625
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0625
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0625
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0625
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0625
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0625
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0625
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0625
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0625
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0625
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0625
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0625
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0625
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0625
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0625
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0625
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0625
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0630
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0630
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0630
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0630
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0630
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0630
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0630
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0630
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0630
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0630
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0630
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0630
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0630
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0630
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0630
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0630
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0630
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0630
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0630
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0635
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0635
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0635
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0635
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0635
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0635
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0635
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0635
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0635
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0635
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0635
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0635
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0635
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0635
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0635
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0635
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0635
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0635
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0635
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0635
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0635
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0635
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0635
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0635
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0635
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0635
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0635
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0635
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0635
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0635
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0640
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0640
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0640
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0640
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0640
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0640
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0640
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0640
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0640
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0640
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0640
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0640
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0640
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0640
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0640
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0640
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0640
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0640
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0640
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0640
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0640
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0640
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0640
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0640
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0640
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0640
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0640
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0645
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0645
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0645
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0645
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0645
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0645
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0645
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0645
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0645
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0645
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0645
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0645
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0645
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0645
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0645
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0645
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0645
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0645
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0645
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0645
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0645
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0645
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0645
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0645
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0645
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0645
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0645
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0645
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0645
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0645
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0645
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0645
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0645
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0645
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0645
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0645
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0650
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0650
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0650
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0650
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0650
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0650
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0650
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0650
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0650
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0650
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0650
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0650
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0650
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0650
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0650
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0650
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0650
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0650
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0650
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0650
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0650
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0650
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0650
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0650
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0650
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0650
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0655
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0655
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0655
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0655
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0655
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0655
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0655
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0655
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0655
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0655
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0655
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0655
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0655
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0655
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0655
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0655
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0655
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0655
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0655
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0655
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0655
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0655
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0655
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0655
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0655
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0655
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0655
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0660
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0660
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0660
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0660
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0660
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0660
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0660
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0660
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0660
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0660
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0660
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0660
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0660
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0660
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0660
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0660
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0660
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0660
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0660
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0660
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0660
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0660
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0660
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0660
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0660
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0660
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0660
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0660
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0660
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0665
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0665
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0665
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0665
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0665
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0665
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0665
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0665
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0665
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0665
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0665
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0665
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0665
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0665
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0665
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0665
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0665
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0665
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0665
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0665
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0665
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0665
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0665
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0665
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0665
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0665
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0665
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0665
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0665
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0665
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0665
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0665
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0670
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0670
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0670
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0670
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0670
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0670
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0670
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0670
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0670
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0670
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0670
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0670
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0670
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0670
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0670
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0670
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0670
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0670
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0670
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0670
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0670
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0670
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0670
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0670
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0670
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0670
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0670
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0670
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0670
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0670
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0670
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0670
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0675
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0675
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0675
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0675
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0675
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0675
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0675
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0675
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0675
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0675
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0675
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0675
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0675
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0675
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0675
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0675
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0675
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0675
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0675
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0675
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0675
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0675
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0675
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0675
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0675
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0675
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0675
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0675
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0675
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0675
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0675
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0675
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0675
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0675
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0675
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0675
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0675
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0680
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0680
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0680
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0680
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0680
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0680
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0680
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0680
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0680
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0680
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0680
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0680
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0680
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0680
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0680
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0680
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0680
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0680
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0680
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0680
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0680
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0680
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0680
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0680
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0680
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0680
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0680
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0680
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0680
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0680
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0685
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0685
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0685
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0685
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0685
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0685
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0685
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0685
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0685
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0685
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0685
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0685
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0685
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0685
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0685
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0685
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0685
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0685
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0685
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0685
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0685
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0685
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0685
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0685
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0685
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0685
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0685
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0685
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0685
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0685
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0685
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0685
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0685
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0685
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0685
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0690
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0690
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0690
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0690
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0690
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0690
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0690
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0690
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0690
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0690
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0690
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0690
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0690
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0690
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0690
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0690
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0690
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0690
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0690
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0690
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0690
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0690
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0690
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0690
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0690
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0690
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0690
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0690
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0690
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0690
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0690
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0695
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0695
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0695
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0695
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0695
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0695
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0695
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0695
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0695
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0695
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0695
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0695
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0695
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0695
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0695
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0695
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0695
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0695
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0695
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0695
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0695
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0695
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0695
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0695
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0700
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0700
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0700
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0700
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0700
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0700
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0700
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0700
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0700
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0700
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0700
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0700
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0700
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0700
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0700
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0700
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0700
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0700
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0700
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0700
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0700
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0700
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0700
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0700
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0700
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0700
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0705
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0705
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0705
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0705
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0705
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0705
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0705
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0705
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0705
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0705
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0705
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0705
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0705
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0705
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0705
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0705
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0705
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0705
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0710
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0710
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0710
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0710
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0710
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0710
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0710
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0710
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0710
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0710
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0710
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0710
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0710
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0710
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0710
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0710
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0710
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0710
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0710
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0710
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0710
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0710
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0710
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0710
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0710

220

F. Huerta-lga et al.

27.

28.

29.

30.

31.

32.

33.

34.

35.

36.

37.

38.

39.

40.

M.

42.

43.

45.

46.

Roman S, Pandolfino JE, Woodland P, et al. Testing for gas-
troesophageal reflux in the 21st century. Ann N Y Acad Sci.
2011;1232:358-64.

Remes-Troche JM, Ibarra-Palomino J, Carmona-Sanchez RlI,
et al. Performance, tolerability, and symptoms related to pro-
longed pH monitoring using the Bravo system in Mexico. Am J
Gastroenterol. 2005;100:2382-6.

Karamanolis GP, Sifrim D. Patients with refractory gastroesoph-
ageal reflux disease: Diagnostic tools. Ann Gastroenterol.
2013;26:6-10.

Sifrim D, Fornari F. Esophageal impedance-pH monitoring. Dig
Liver Dis. 2008;40:161-6.

Villa N, Vela MF. Impedance-pH testing. Gastroenterol Clin
North Am. 2013;42:17-26.

Jobe BA, Richter JE, Hoppo T, et al. Preoperative diagnostic
workup before antireflux surgery: An evidence and experience-
based consensus of the Esophageal Diagnostic Advisory Panel.
J Am Coll Surg. 2013;217:586-97.

Slaughter JC, Goutte M, Rymer JA, et al. Caution about over-
interpretation of symptom indexes in reflux monitoring for
refractory gastroesophageal reflux disease. Clin Gastroenterol
Hepatol. 2011;9:868-74.

Gasiorowska A, Navarro-Rodriguez T, Wendel C, et al. Compar-
ison of the degree of duodenogastroesophageal reflux and acid
reflux between patients who failed to respond and those who
were successfully treated with a proton pump inhibitor once
daily. Am J Gastroenterol. 2009;104:2005-13.

Vaezi MF, Richter JE. Duodeno-gastroesophageal reflux and
methods to monitor nonacidic reflux. Am J Med. 2001;111
Suppl 8A:160S-8S.

Mello M, Gyawali CP. Esophageal manometry in gastro-
esophageal reflux disease. Gastroenterol Clin North Am.
2014;43:69-87.

Koukias N, Woodland P, Yazaki E, et al. Supragastric Belching:
Prevalence and association with gastroesophageal reflux dis-
ease and esophageal hypomotility. J Neurogastroenterol Motil.
2015;21:398-403.

Kessing BF, Bredenoord AJ, Smout AJ. Objective manomet-
ric criteria for the rumination syndrome. Am J Gastroenterol.
2014;109:52-9.

Ates F, Yuksel ES, Higginbotham T, et al. Mucosal impedance
discriminates GERD from non-GERD conditions. Gastroenter-
ology. 2015;148:334-43.

Hayat JO, Gabieta-Somnez S, Yazaki E, et al. Pepsin in saliva
for the diagnosis of gastro-oesophageal reflux disease. Gut.
2015;64:373-80.

Savarino E, Zentilin P, Savarino V, et al. Functional testing:
Pharyngeal pH monitoring and high-resolution manometry. Ann
N'Y Acad Sci. 2013;1300:226-35.

Sun G, Muddana S, Slaughter JC, et al. A new pH catheter
for laryngopharyngeal reflux: Normal values. Laryngoscope.
2009;119:1639-43.

Smeets FG, Keszthelyi D, Bouvy ND, et al. Does measure-
ment of esophagogastric junction distensibility by EndoFLIP
predict therapy-responsiveness to endoluminal fundoplication
in patients with gastroesophageal reflux disease? J Neurogas-
troenterol Motil. 2015;21:255-64.

. Kwiatek MA, Pandolfino JE, Hirano |, et al. Esophagogastric

junction distensibility assessed with an endoscopic func-
tional luminal imaging probe (EndoFLIP). Gastrointest Endosc.
2010;72:272-8.

Kaltenbach T, Crockett S, Gerson LB. Are lifestyle measures
effective in patients with gastroesophageal reflux disease? An
evidence-based approach. Arch Intern Med. 2006;166:965-71.
Ness-Jensen E, Hveem K, El-Serag H, et al. Lifestyle
intervention in gastroesophageal reflux disease. Clin Gastroen-
terol Hepatol. 2015 May 6. pii: S1542-3565(15)00635-7. doi:
10.1016/j.cgh.2015.04.176.[Epub ahead of print].

47.

48.

49.

50.

51.

52.

53.

54.

55.

56.

57.

58.

59.

60.

61.

62.

63.

64.

65.

66.

67.

Jacobson BC, Somers SC, Fuchs CS, et al. Body-mass index and
symptoms of gastro esophageal reflux in women. N Engl J Med.
2006;354:2340-8.

Stanciu C, Bennett JR. Effects of posture on gastro-
oesophageal reflux. Digestion. 1977;15:104-9.

Hamilton JW, Boisen RJ, Yamamoto DT, et al. Sleeping on a
wedge diminishes exposure of the esophagus to refluxed acid.
Dig Dis Sci. 1988;33:518-22.

Piesman M, Hwang |, Maydonovitch C, et al. Nocturnal
reflux episodes following the administration of a standard-
ized meal. Does timing matter? Am J Gastroenterol. 2007;102:
2128-34.

Khan M, Santana J, Donnellan C, et al. Medical treatments
in the short term management of reflux oesophagitis. The
Cochrane Database of Systematic Reviews. 2007:CD003244.
Tran T, Lowry AM, El-Serag HB. Meta-analysis: The efficacy of
over-the-counter gastro-oesophageal reflux disease therapies.
Aliment PharmacolTher. 2007;25:143-53.

Sigterman KE, van Pinxteren B, Bonis PA, et al. Short-term
treatment with proton pump inhibitors, H2-receptor antago-
nists and prokinetics for gastro-oesophageal reflux disease-like
symptoms and endoscopy negative reflux disease. Cochrane
Database Syst Rev. 2013;5:CD002095.

Fackler WK, Ours TM, Vaezi MF, et al. Long-term effect of H2ZRA
therapy on nocturnal gastric acid breakthrough. Gastroenter-
ology. 2002;122:625-32.

Tougas G, Armstrong D. Efficacy of h2 receptor antagonists
in the treatment of gastroesophageal reflux disease and its
symptoms. Can J Gastroenterol. 1997;11 Suppl B:51B-4B.
Champion MC. Prokinetic therapy in gastroesophageal reflux
disease. Can J Gastroenterol. 1997;11 Suppl B:55B-65B.

Ren LH, Chen WX, Qian LJ, et al. Addition of prokinetics to PPI
therapy in gastroesophageal reflux disease: A meta-analysis.
World J Gastroenterol. 2014;20:2412-9.

Van Pinxteren B, Sigterman KE, Bonis P, et al. Short-term treat-
ment with proton pump inhibitors, h2-receptor antagonists and
prokinetics for gastro-oesophageal reflux disease-like symp-
toms and endoscopy negative reflux disease. The Cochrane
Database of Systematic Reviews. 2010:CD002095.

Gralnek IM, Dulai GS, Fennerty MB, et al. Esomeprazole ver-
sus other proton pump inhibitors in erosive esophagitis: A
meta-analysis of randomized clinical trials. Clin Gastroenterol
Hepatol. 2006;4:1452-8.

Metz DC, Vakily M, Dixit T, et al. Review article: dual
delayed release formulation of dexlansoprazole MR, a novel
approach to overcome the limitations of conventional sin-
gle release proton pump inhibitor therapy. Aliment Pharmacol
Ther. 2009;29:928-37.

Fass R, Inadomi J, Han C, et al. Maintenance of heartburn
relief after step-down from twice-daily proton pump inhibitor
to once-daily dexlansoprazole modified release. Clin Gastroen-
terol Hepatol. 2012;10:247-53.

Moayyedi P, Delaney B, Forman D. Gastro-oesophageal reflux
disease. Clin Evid. 2005:567-81.

Targownik LE, Lix LM, Leung S, et al. Proton-pump inhibitor
use is not associated with osteoporosis or accelerated bone
mineral density loss. Gastroenterology. 2010;138:896-904.
Ngamruengphong S, Leontiadis Gl, Radhi S, et al. Proton
pump inhibitors and risk of fracture: a systematic review and
meta-analysis of observational studies. Am J Gastroenterol.
2011;106:1209-18.

Sheen E, Triadafilopoulos G. Adverse effects of long-term pro-
ton pump inhibitor therapy. Dig Dis Sci. 2011;56:931-50.
Eslami L, Nasseri-Moghaddam S. Meta-analyses: Does long-
term ppi use increase the risk of gastric premalignant lesions?
Arch Iran Med. 2013;16:449-58.

Gerson LB, McMahon D, Olkin I, et al. Lack of significant
interactions between clopidogrel and proton pump inhibitor


http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0715
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0715
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0715
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0715
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0715
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0715
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0715
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0715
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0715
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0715
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0715
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0715
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0715
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0715
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0715
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0715
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0715
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0715
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0715
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0715
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0715
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0715
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0715
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0715
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0715
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0715
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0715
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0715
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0715
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0715
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0715
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0715
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0715
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0720
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0720
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0720
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0720
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0720
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0720
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0720
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0720
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0720
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0720
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0720
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0720
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0720
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0720
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0720
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0720
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0720
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0720
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0720
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0720
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0720
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0720
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0720
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0720
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0720
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0720
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0720
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0720
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0720
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0720
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0720
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0720
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0720
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0720
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0720
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0720
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0720
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0725
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0725
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0725
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0725
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0725
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0725
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0725
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0725
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0725
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0725
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0725
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0725
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0725
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0725
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0725
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0725
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0725
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0725
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0725
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0725
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0725
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0725
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0730
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0730
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0730
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0730
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0730
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0730
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0730
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0730
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0730
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0730
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0730
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0730
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0730
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0730
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0730
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0730
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0735
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0735
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0735
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0735
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0735
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0735
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0735
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0735
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0735
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0735
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0735
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0735
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0735
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0735
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0735
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0735
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0735
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0735
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0740
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0740
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0740
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0740
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0740
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0740
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0740
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0740
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0740
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0740
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0740
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0740
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0740
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0740
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0740
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0740
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0740
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0740
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0740
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0740
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0740
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0740
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0740
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0740
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0740
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0740
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0740
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0740
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0740
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0740
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0740
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0740
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0740
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0740
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0740
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0740
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0740
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0740
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0745
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0745
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0745
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0745
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0745
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0745
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0745
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0745
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0745
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0745
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0745
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0745
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0745
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0745
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0745
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0745
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0745
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0745
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0745
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0745
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0745
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0745
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0745
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0745
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0745
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0745
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0745
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0745
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0745
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0745
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0745
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0750
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0750
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0750
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0750
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0750
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0750
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0750
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0750
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0750
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0750
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0750
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0750
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0750
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0750
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0750
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0750
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0750
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0750
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0750
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0750
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0750
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0750
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0750
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0750
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0750
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0750
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0750
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0750
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0750
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0750
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0750
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0750
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0750
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0750
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0750
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0750
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0750
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0750
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0750
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0750
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0750
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0750
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0750
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0750
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0750
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0750
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0750
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0750
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0750
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0750
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0755
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0755
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0755
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0755
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0755
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0755
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0755
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0755
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0755
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0755
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0755
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0755
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0755
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0755
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0755
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0755
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0755
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0755
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0755
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0755
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0755
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0755
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0755
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0755
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0760
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0760
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0760
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0760
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0760
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0760
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0760
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0760
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0760
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0760
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0760
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0760
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0760
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0760
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0760
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0760
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0760
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0760
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0760
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0760
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0760
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0765
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0765
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0765
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0765
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0765
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0765
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0765
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0765
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0765
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0765
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0765
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0765
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0765
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0765
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0765
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0765
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0765
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0765
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0765
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0765
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0765
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0765
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0765
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0765
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0765
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0765
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0765
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0765
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0765
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0765
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0765
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0765
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0765
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0765
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0765
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0770
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0770
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0770
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0770
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0770
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0770
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0770
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0770
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0770
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0770
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0770
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0770
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0770
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0770
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0770
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0770
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0770
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0770
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0770
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0770
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0770
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0770
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0770
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0770
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0775
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0775
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0775
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0775
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0775
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0775
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0775
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0775
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0775
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0775
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0775
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0775
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0775
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0775
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0775
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0775
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0775
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0775
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0775
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0775
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0775
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0775
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0775
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0775
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0775
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0775
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0780
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0780
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0780
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0780
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0780
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0780
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0780
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0780
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0780
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0780
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0780
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0780
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0780
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0780
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0780
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0780
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0780
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0780
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0780
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0780
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0780
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0780
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0780
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0780
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0780
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0780
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0785
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0785
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0785
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0785
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0785
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0785
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0785
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0785
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0785
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0785
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0785
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0785
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0785
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0785
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0785
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0785
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0785
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0785
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0785
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0785
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0785
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0785
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0785
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0785
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0785
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0785
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0785
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0785
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0785
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0785
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0790
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0790
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0790
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0790
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0790
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0790
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0790
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0790
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0790
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0790
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0790
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0790
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0790
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0790
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0790
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0790
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0790
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0790
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0790
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0790
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0790
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0790
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0790
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0795
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0795
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0795
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0795
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0795
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0795
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0795
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0795
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0795
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0795
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0795
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0795
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0795
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0795
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0795
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0795
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0795
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0795
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0795
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0795
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0795
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0795
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0795
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0795
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0795
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0795
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0795
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0795
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0795
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0795
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0795
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0795
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0795
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0795
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0795
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0795
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0795
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0795
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0800
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0800
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0800
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0800
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0800
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0800
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0800
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0800
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0800
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0800
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0800
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0800
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0800
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0800
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0800
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0800
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0800
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0800
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0800
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0800
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0800
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0800
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0800
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0800
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0800
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0800
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0800
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0800
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0800
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0800
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0805
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0805
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0805
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0805
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0805
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0805
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0805
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0805
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0805
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0805
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0805
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0805
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0805
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0805
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0805
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0805
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0805
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0805
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0805
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0805
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0805
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0805
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0805
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0805
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0805
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0805
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0805
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0805
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0815
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0815
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0815
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0815
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0815
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0815
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0815
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0815
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0815
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0815
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0815
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0815
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0815
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0815
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0815
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0815
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0815
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0815
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0815
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0815
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0815
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0815
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0815
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0815
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0815
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0815
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0815
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0820
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0820
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0820
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0820
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0820
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0820
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0820
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0820
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0820
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0820
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0820
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0820
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0820
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0820
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0820
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0820
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0820
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0825
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0825
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0825
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0825
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0825
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0825
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0825
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0825
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0825
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0825
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0825
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0825
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0825
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0825
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0825
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0825
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0825
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0825
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0825
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0825
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0825
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0825
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0825
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0825
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0825
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0825
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0825
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0825
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0825
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0825
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0825
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0830
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0830
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0830
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0830
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0830
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0830
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0830
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0830
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0830
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0830
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0830
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0830
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0830
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0830
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0830
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0830
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0830
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0830
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0830
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0830
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0830
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0830
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0830
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0830
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0830
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0830
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0830
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0830
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0830
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0830
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0830
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0830
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0835
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0835
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0835
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0835
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0835
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0835
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0835
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0835
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0835
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0835
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0835
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0835
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0835
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0835
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0835
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0835
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0835
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0835
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0835
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0835
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0835
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0835
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0835
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0835
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0835
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0835
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0840
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0840
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0840
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0840
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0840
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0840
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0840
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0840
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0840
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0840
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0840
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0840
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0840
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0840
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0840
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0840
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0840
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0840
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0840
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0840
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0840
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0840
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0840
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0840
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0840
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0840
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0845
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0845
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0845
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0845
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0845
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0845
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0845
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0845
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0845
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0845
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0845
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0845
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0845
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0845
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0845
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0845
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0845
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0845
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0845
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0845
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0845
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0845
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0845
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0845
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0845
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0845
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0845
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0845
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0845
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0845
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0845
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0845
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0845
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0845
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0845
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0845
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0845
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0845
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0845
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0850
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0850
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0850
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0850
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0850
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0850
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0850
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0850
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0850
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0850
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0850
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0850
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0850
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0850
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0850
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0850
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0850
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0850
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0850
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0850
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0850
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0850
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0850
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0850
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0850
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0850
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0850
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0850
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0855
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0855
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0855
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0855
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0855
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0855
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0855
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0855
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0855
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0855
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0855
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0855
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0855
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0855
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0855
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0855
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0855
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0855
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0855
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0855
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0855
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0855
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0855
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0855
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0855
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0855
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0855
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0855
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0855
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0855
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0860
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0860
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0860
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0860
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0860
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0860
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0860
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0860
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0860
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0860
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0860
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0860
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0860
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0860
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0860
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0860
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0860
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0860
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0860
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0865
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0865
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0865
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0865
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0865
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0865
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0865
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0865
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0865
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0865
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0865
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0865
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0865
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0865
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0865
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0865
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0865
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0865
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0865
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0865
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0865
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0865
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0865
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0865
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0865
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0865
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0865
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0865
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0865
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0865
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0870
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0870
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0870
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0870
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0870
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0870
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0870
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0870
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0870
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0870
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0870
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0870
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0870
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0870
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0870
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0870
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0870
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0870
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0870
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0870
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0870
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0870
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0870
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0870
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0870
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0870
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0870
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0870
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0870
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0870
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0870
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0870
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0870
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0870
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0870
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0870
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0870
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0870
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0870
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0870
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0870
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0870
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0875
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0875
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0875
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0875
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0875
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0875
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0875
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0875
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0875
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0875
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0875
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0875
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0875
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0875
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0875
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0875
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0875
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0875
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0875
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0875
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0875
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0875
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0875
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0875
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0875
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0875
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0875
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0875
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0875
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0875
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0875
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0875
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0880
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0880
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0880
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0880
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0880
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0880
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0880
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0880
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0880
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0880
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0880
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0880
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0880
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0880
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0880
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0880
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0880
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0880
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0880
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0880
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0880
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0880
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0880
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0880
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0880
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0880
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0880
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0880
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0880
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0880
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0880
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0880
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0880
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0880
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0880
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0880
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0880
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0880
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0880
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0880
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0880
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0880
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0880
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0880
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0880
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0880
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0880
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0885
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0885
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0885
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0885
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0885
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0885
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0885
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0885
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0885
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0885
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0885
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0885
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0885
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0885
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0885
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0885
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0885
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0885
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0885
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0885
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0885
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0885
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0885
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0885
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0885
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0885
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0885
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0885
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0885
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0885
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0885
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0885
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0885
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0890
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0890
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0890
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0890
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0890
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0890
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0890
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0890
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0890
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0890
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0890
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0890
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0890
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0890
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0890
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0890
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0890
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0895
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0895
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0895
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0895
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0895
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0895
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0895
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0895
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0895
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0895
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0895
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0895
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0895
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0895
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0895
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0895
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0895
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0895
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0895
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0895
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0895
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0895
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0895
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0895
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0895
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0895
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0895
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0895
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0895
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0895
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0895
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0900
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0900
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0900
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0900
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0900
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0900
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0900
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0900
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0900
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0900
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0900
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0900
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0900
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0900
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0900
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0900
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0900
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0900
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0900
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0900
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0900
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0900
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0900
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0900
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0900
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0900
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0900
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0900
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0900
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0900
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0900
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0900
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0905
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0905
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0905
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0905
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0905
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0905
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0905
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0905
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0905
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0905
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0905
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0905
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0905
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0905
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0905
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0905
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0905
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0905
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0905
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0905
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0905
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0905
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0905
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0910
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0910
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0910
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0910
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0910
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0910
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0910
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0910
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0910
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0910
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0910
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0910
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0910
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0910
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0910
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0910
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0910
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0910
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0910
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0910
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0910
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0910
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0910
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0910
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0910
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0915
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0915
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0915
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0915
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0915
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0915
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0915
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0915
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0915
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0915
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0915
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0915
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0915
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0915
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0915
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0915
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0915
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0915

Gastroesophageal reflux disease diagnosis and treatment

221

68.

69.

70.

7.

72.

73.

74.

75.

76.

77.

78.

79.

80.

81.

82.

83.

84.

85.

86.

87.

88.

therapy: Meta-analysis of existing literature. Dig Dis Sci.
2012;57:1304-13.

Chen M, Wei JF, Xu YN, et al. A meta-analysis of impact of
proton pump inhibitors on antiplatelet effect of clopidogrel.
Cardiovasc Ther. 2012;30:e227-33.

Bavishi C, Dupont HL. Systematic review: The use of proton
pump inhibitors and increased susceptibility to enteric infec-
tion. Aliment Pharmacol Ther. 2011;34:1269-81.

Eom CS, Jeon CY, Lim JW, et al. Use of acid-suppressive drugs
and risk of pneumonia: A systematic review and meta-analysis.
CMAJ. 2011;183:310-9.

Johnstone J, Nerenberg K, Loeb M. Meta-analysis: Proton pump
inhibitor use and the risk of community-acquired pneumonia.
Aliment Pharmacol Ther. 2010;31:1165-77.

Vela MF, Tutuian R, Katz PO, et al. Baclofen decreases acid and
nonacid post-prandial gastro-oesophageal reflux measured by
combined multichannel intraluminal impedance and pH. Ali-
ment Pharmacol Ther. 2003;17:243-51.

Cange L, Johnsson E, Rydholm H, et al. Baclofen-mediated gas-
trooesophageal acid reflux control in patients with established
reflux disease. Aliment Pharmacol Ther. 2002;16:869-73.
Lind T, Havelund T, Lundell L, et al. On demand therapy with
omeprazole for the long-term management of patients with
heartburn without oesophagitis —a placebo-controlled ran-
domized trial. Aliment Pharmacol Ther. 1999;13:907-14.
Pace F, Tonini M, Pallotta S, et al. Systematic review: Main-
tenance treatment of gastro-oesophageal reflux disease with
proton pump inhibitors taken ‘‘on-demand’’. Aliment Pharma-
col Ther. 2007;26:195-204.

Inadomi JM, Jamal R, Murata GH, et al. Step-down manage-
ment of gastroesophageal reflux disease. Gastroenterology.
2001;121:1095-100.

Gunaratnam NT, Jessup TP, Inadomi J, et al. Sub-optimal pro-
ton pump inhibitor dosing is prevalent in patients with poorly
controlled gastrooesophageal reflux disease. Aliment Pharma-
col Ther. 2006;23:1473-7.

Fass R, Sontag SJ, Traxler B, et al. Treatment of patients with
persistent heartburn symptoms: A double-blind, randomized
trial. Clin Gastroenterol Hepatol. 2006;4:50-6.

Vigneri S, Termini R, Leandro G, et al. A comparison of five
maintenance therapies for reflux esophagitis. N Engl J Med.
1995;333:1106-10.

Hatlebakk JG1, Katz PO, Kuo B, et al. Nocturnal gastric acidity
and acid breakthrough on different regimens of omeprazole
40 mg daily. Aliment Pharmacol Ther. 1998;122:1235-40.
Hammer J, Schmidt B. Effect of splitting the dose of esomepra-
zole on gastric acidity and nocturnal acid breakthrough.
Aliment Pharmacol Ther. 2004;19:1105-10.

Moayyedi P, Santana J, Khan M, et al. Medical treatments in
the short term management of reflux oesophagitis. Cochrane
Database Syst Rev. 2011;(2):CD003244.

Schindlbeck NE, Klauser AG, Berghammer G, et al. Three year
follow up of patients with gastrooesophageal reflux disease.
Gut. 1992;33:1016-9.

Harding SM, Richter JE, Guzzo MR, et al. Asthma and gastro-
esophageal reflux: Acid suppressive therapy improves asthma
outcome. Am J Med. 1996;100:395-405.

Pandolfino JE, Vela MF. Esophageal-reflux monitoring. Gas-
trointest Endosc. 2009;69:917-30.

Miller SM, Goldstein JL, Gerson LB. Cost-effectiveness model of
endoscopic biopsy for eosinophilic esophagitis in patients with
refractory GERD. Am J Gastroenterol. 2011;106:1439-45.
Mainie I, Tutuian R, Agrawal A, et al. Combined multichan-
nel intraluminal impedance-pH monitoring to select patients
with persistent gastrooesophageal reflux for laparoscopic Nis-
sen fundoplication. Br J Surg. 2006;93:1483-7.

Frazzoni M, Conigliaro R, Melotti G. Reflux parameters
as modified by laparoscopic fundoplication in 40 patients

89.

90.

91.

92.

93.

94.

95.

96.

97.

98.

99.

100.

101.

102.

103.

104.

105.

106.

107.

with heartburn/regurgitation persisting despite PPl ther-
apy: A study using impedance-pH monitoring. Dig Dis Sci.
2011;56:1099-106.

Weijenborg PW, de Schepper HS, Smout AJ, et al. Effects of
antidepressants in patients with functional esophageal disor-
ders or gastroesophageal reflux disease: A systematic review.
Clin Gastroenterol Hepatol. 2015;13, 251.e1 259.e1.
Uscanga-Dominguez LF, Tamayo-de la Cuesta JL. Guia de
diagndstico y tratamiento del esofago de Barrett. Defini-
cion, fisiopatogenia y riesgo. Rev Gastroenterol Mex.
2010;75:112-4.

Spechler SJ, Sharma P, Souza RF, et al. American Gas-
troenterological Association medical position statement on
the management of Barrett’s esophagus. Gastroenterology.
2011;140:1084-91.

Sharma P. Clinical practice. Barrett’s esophagus. N Engl J Med.
2009;361:2548-56.

Wang KK, Sampliner RE, Practice Parameters Committee of
the American College of Gastroenterology. Updated guidelines
2008 for the diagnosis, surveillance and therapy of Barrett’s
esophagus. Am J Gastroenterol. 2008;103:788-97.

Ronkainen J, Aro P, Storskrubb T, et al. Prevalence of Barrett’s
esophagus in the general population: An endo-scopic study.
Gastroenterology. 2005;129:1825-31.

Zagari RM, Fuccio L, Wallander MA, et al. Gastro-oesophageal
reflux symptoms, oesophagitis and Barrett’s oesophagus in
the general population: The Loiano-Monghidoro study. Gut.
2008;57:1354-9.

Fuchs KH, Babic B, Breithaupt W, et al. EAES recommendations
for the management of gastroesophageal reflux disease. Surg
Endosc. 2014;28:1753-73.

Fein M, Bueter M, Thalheimer A. Ten year outcome of
laparoscopic antireflux procedures. J Gastrointest Surg.
2008;12:1893-9.

Galmiche JP, Hatlebakk J, Attwood S, et al. Laparoscopic
antireflux surgery vs esomeprazole treatment for chronic
GERD: The LOTUS randomized clinical trial. JAMA. 2011;
305:1969-1977.

Wileman SM, McCann S, Grant AM, et al. Medical versus
surgical management for GERD in adults. Cochrane Database
Syst Rev. 2010:CD003243, http://dx.doi.org/10.1002/
14651858.CD003243.pub2.

Broeders JA, Draaisma WA, Bredenoord AJ, et al. Long-term
outcome of Nissen fundoplication in non-erosive and erosive
gastro-oesophageal reflux disease. Br J Surg. 2010;97:845-52.
Broeders JA, Draaisma WA, Bredenoord AJ, et al. Oesophageal
acid hypersensitivity is not a contraindication to Nissen fundo-
plication. Br J Surg. 2009;96:1023-30.

Smith JA, Decalmer S, Kelsall A, et al. Acoustic coughreflux
associations in chronic cough: Potential triggers and mecha-
nisms. Gastroenterology. 2010;139:754-62.

Mainie |, Tutuian R, Agrawal A, et al. Combined multichannel-
intraluminal impedance-pH monitoring to select patients with
persistent gastro-oesophageal reflux for laparoscopic Nissen
fundoplication. Br J Surg. 2006;93:1483-7.

Kaufmann JA, Houghland JE, Quiroga E, et al. Long-term out-
comes of laparoscopic antireflux surgery for gastroesophageal
reflux disease (GERD)-related airway disorder. Surg Endosc.
2006;20:1824-30.

Catania RA, Kavic SM, Roth S, et al. Laparoscopic Nissen fundo-
plication effectively relieves symptoms in patient with laryn-
gopharyngeal reflux. J Gastrointest Surg. 2007;11:1579-88.
Zainabadi K, Courcoulas AP, Awais O, et al. Laparoscopic revi-
sion of Nissen fundoplication to Roux-en-Y gastric bypass in
morbidly obese patients. Surg Endosc. 2008;22:2737-40.
Braghetto I, Korn O, Csendes A, et al. Laparoscopic treat-
ment of obese patients with GERD and Barrett’s esophagus:
A prospective study. Obes Surg. 2012;22:764-72.


http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0915
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0915
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0915
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0915
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0915
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0915
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0915
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0915
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0915
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0915
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0915
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0915
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0915
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0920
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0920
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0920
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0920
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0920
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0920
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0920
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0920
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0920
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0920
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0920
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0920
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0920
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0920
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0920
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0920
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0920
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0920
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0920
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0920
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0920
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0920
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0920
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0920
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0920
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0920
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0920
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0920
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0920
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0920
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0920
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0925
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0925
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0925
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0925
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0925
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0925
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0925
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0925
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0925
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0925
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0925
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0925
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0925
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0925
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0925
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0925
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0925
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0925
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0925
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0925
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0925
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0925
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0925
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0925
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0925
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0925
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0925
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0925
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0925
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0930
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0930
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0930
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0930
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0930
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0930
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0930
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0930
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0930
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0930
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0930
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0930
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0930
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0930
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0930
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0930
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0930
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0930
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0930
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0930
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0930
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0930
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0930
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0930
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0930
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0930
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0930
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0930
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0930
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0935
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0935
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0935
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0935
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0935
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0935
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0935
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0935
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0935
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0935
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0935
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0935
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0935
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0935
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0935
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0935
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0935
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0935
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0935
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0935
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0935
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0935
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0935
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0935
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0935
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0935
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0935
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0935
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0940
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0940
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0940
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0940
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0940
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0940
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0940
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0940
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0940
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0940
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0940
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0940
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0940
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0940
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0940
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0940
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0940
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0940
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0940
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0940
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0940
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0940
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0940
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0940
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0940
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0940
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0940
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0940
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0940
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0940
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0940
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0940
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0940
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0940
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0940
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0940
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0940
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0940
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0945
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0945
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0945
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0945
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0945
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0945
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0945
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0945
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0945
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0945
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0945
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0945
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0945
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0945
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0945
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0945
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0945
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0945
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0945
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0945
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0945
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0945
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0945
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0945
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0945
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0945
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0945
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0945
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0945
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0945
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0950
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0950
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0950
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0950
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0950
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0950
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0950
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0950
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0950
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0950
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0950
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0950
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0950
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0950
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0950
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0950
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0950
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0950
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0950
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0950
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0950
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0950
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0950
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0950
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0950
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0950
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0950
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0950
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0950
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0950
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0950
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0950
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0950
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0950
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0950
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0950
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0950
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0950
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0950
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0950
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0950
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0950
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0950
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0950
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0955
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0955
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0955
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0955
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0955
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0955
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0955
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0955
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0955
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0955
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0955
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0955
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0955
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0955
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0955
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0955
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0955
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0955
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0955
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0955
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0955
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0955
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0955
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0955
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0955
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0955
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0955
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0955
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0955
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0955
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0955
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0955
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0955
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0955
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0955
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0955
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0955
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0955
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0960
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0960
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0960
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0960
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0960
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0960
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0960
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0960
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0960
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0960
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0960
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0960
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0960
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0960
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0960
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0960
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0960
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0960
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0960
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0960
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0960
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0960
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0965
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0965
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0965
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0965
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0965
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0965
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0965
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0965
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0965
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0965
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0965
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0965
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0965
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0965
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0965
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0965
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0965
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0965
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0965
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0965
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0965
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0965
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0965
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0965
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0965
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0965
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0965
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0965
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0965
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0965
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0965
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0965
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0965
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0965
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0965
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0965
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0965
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0970
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0970
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0970
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0970
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0970
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0970
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0970
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0970
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0970
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0970
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0970
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0970
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0970
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0970
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0970
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0970
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0970
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0970
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0970
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0970
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0970
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0970
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0970
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0970
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0970
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0970
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0970
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0970
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0970
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0975
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0975
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0975
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0975
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0975
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0975
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0975
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0975
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0975
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0975
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0975
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0975
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0975
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0975
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0975
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0975
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0975
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0975
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0975
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0975
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0975
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0975
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0975
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0975
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0975
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0975
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0975
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0975
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0980
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0980
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0980
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0980
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0980
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0980
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0980
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0980
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0980
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0980
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0980
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0980
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0980
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0980
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0980
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0980
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0980
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0980
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0980
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0980
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0980
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0980
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0980
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0980
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0980
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0980
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0980
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0980
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0980
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0980
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0980
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0980
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0980
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0980
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0985
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0985
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0985
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0985
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0985
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0985
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0985
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0985
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0985
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0985
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0985
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0985
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0985
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0985
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0985
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0985
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0985
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0985
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0985
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0985
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0985
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0985
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0985
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0985
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0985
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0985
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0985
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0985
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0985
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0995
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0995
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0995
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0995
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0995
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0995
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0995
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0995
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0995
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0995
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0995
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0995
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0995
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0995
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0995
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0995
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0995
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0995
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0995
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0995
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0995
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0995
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0995
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref0995
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1000
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1000
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1000
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1000
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1000
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1000
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1000
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1000
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1000
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1000
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1000
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1000
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1000
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1000
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1000
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1000
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1000
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1000
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1000
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1000
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1000
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1000
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1000
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1000
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1000
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1000
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1000
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1005
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1005
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1005
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1005
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1005
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1005
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1005
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1005
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1005
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1005
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1005
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1005
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1005
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1005
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1005
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1005
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1005
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1010
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1010
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1010
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1010
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1010
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1010
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1010
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1010
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1010
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1010
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1010
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1010
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1010
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1010
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1010
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1010
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1010
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1010
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1010
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1010
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1010
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1010
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1010
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1010
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1010
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1010
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1010
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1015
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1015
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1015
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1015
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1015
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1015
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1015
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1015
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1015
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1015
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1015
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1015
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1015
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1015
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1015
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1015
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1015
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1015
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1015
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1015
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1015
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1015
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1015
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1015
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1015
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1015
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1015
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1015
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1015
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1015
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1015
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1015
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1015
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1015
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1015
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1020
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1020
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1020
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1020
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1020
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1020
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1020
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1020
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1020
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1020
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1020
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1020
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1020
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1020
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1020
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1020
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1020
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1020
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1020
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1020
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1020
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1020
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1020
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1020
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1020
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1020
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1020
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1020
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1020
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1020
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1020
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1020
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1020
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1020
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1020
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1020
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1020
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1025
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1025
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1025
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1025
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1025
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1025
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1025
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1025
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1025
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1025
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1025
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1025
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1025
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1025
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1025
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1025
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1025
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1025
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1025
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1025
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1025
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1025
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1025
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1025
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1025
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1025
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1025
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1025
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1025
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1025
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1025
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1025
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1025
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1025
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1025
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1030
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1030
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1030
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1030
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1030
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1030
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1030
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1030
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1030
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1030
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1030
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1030
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1030
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1030
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1030
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1030
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1030
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1030
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1030
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1030
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1030
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1030
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1030
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1030
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1030
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1030
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1030
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1030
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1030
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1030
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1030
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1035
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1035
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1035
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1035
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1035
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1035
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1035
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1035
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1035
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1035
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1035
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1035
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1035
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1035
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1035
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1035
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1035
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1035
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1035
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1035
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1035
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1035
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1035
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1035
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1035
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1035
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1035
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1035
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1035
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1035
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1035
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1040
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1040
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1040
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1040
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1040
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1040
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1040
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1040
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1040
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1040
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1040
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1040
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1040
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1040
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1040
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1040
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1040
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1045
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1045
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1045
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1045
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1045
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1045
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1045
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1045
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1045
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1045
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1045
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1045
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1045
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1045
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1045
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1045
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1045
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1045
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1045
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1045
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1045
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1045
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1045
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1045
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1045
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1045
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1045
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1045
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1045
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1045
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1045
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1045
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1045
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1045
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1045
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1045
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1045
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1045
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1050
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1050
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1050
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1050
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1050
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1050
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1050
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1050
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1050
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1050
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1050
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1050
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1050
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1050
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1050
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1050
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1050
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1050
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1050
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1050
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1050
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1050
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1050
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1050
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1050
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1050
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1050
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1050
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1050
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1050
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1050
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1050
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1055
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1055
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1055
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1055
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1055
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1055
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1055
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1055
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1055
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1055
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1055
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1055
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1055
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1055
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1055
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1055
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1055
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1055
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1055
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1055
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1055
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1055
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1055
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1055
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1055
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1055
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1055
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1055
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1055
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1055
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1055
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1060
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1060
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1060
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1060
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1060
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1060
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1060
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1060
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1060
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1060
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1060
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1060
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1060
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1060
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1060
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1060
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1060
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1060
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1060
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1060
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1060
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1060
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1060
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1060
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1060
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1065
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1065
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1065
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1065
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1065
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1065
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1065
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1065
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1065
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1065
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1065
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1065
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1065
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1065
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1065
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1065
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1065
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1065
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1065
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1065
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1065
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1065
dx.doi.org/10.1002/14651858.CD003243.pub2
dx.doi.org/10.1002/14651858.CD003243.pub2
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1080
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1080
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1080
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1080
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1080
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1080
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1080
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1080
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1080
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1080
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1080
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1080
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1080
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1080
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1080
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1080
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1080
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1080
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1080
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1080
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1080
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1080
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1080
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1080
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1080
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1080
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1080
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1080
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1080
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1085
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1085
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1085
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1085
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1085
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1085
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1085
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1085
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1085
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1085
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1085
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1085
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1085
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1085
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1085
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1085
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1085
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1085
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1085
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1085
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1085
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1085
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1085
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1085
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1085
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1085
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1085
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1085
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1090
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1090
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1090
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1090
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1090
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1090
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1090
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1090
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1090
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1090
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1090
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1090
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1090
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1090
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1090
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1090
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1090
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1090
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1090
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1090
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1090
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1090
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1090
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1090
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1090
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1090
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1090
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1090
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1095
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1095
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1095
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1095
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1095
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1095
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1095
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1095
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1095
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1095
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1095
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1095
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1095
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1095
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1095
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1095
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1095
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1095
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1095
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1095
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1095
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1095
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1095
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1095
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1095
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1095
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1095
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1095
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1095
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1095
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1095
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1095
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1095
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1100
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1100
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1100
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1100
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1100
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1100
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1100
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1100
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1100
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1100
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1100
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1100
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1100
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1100
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1100
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1100
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1100
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1100
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1100
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1100
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1100
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1100
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1100
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1100
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1100
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1100
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1100
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1100
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1100
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1100
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1105
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1105
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1105
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1105
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1105
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1105
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1105
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1105
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1105
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1105
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1105
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1105
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1105
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1105
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1105
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1105
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1105
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1105
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1105
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1105
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1105
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1105
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1105
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1105
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1105
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1105
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1105
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1105
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1105
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1105
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1110
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1110
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1110
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1110
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1110
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1110
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1110
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1110
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1110
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1110
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1110
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1110
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1110
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1110
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1110
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1110
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1110
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1110
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1110
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1110
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1110
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1110
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1110
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1110
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1110
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1110
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1110
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1110
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1110
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1110
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1110
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1110
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1115
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1115
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1115
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1115
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1115
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1115
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1115
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1115
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1115
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1115
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1115
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1115
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1115
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1115
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1115
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1115
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1115
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1115
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1115
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1115
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1115
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1115
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1115
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1115
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1115
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1115
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1115
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1115
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1115
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1115
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1115
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1115

222

F. Huerta-lga et al.

108.

109.

110.

11.

Ganz RA, Peters JH, Organ S, et al. Esophageal sphincter
device for gastroesophageal reflux disease. N Engl J Med.
2013;368:719e727.

Kappelle WFW, Bredenoord AJ, Conchillo JM, et al. Siersema.
Electrical stimulation therapy of the lower oesophageal
sphincter for refractory gastro-oesophageal reflux disease
—interim results of an international multicentre trial. Aliment
Pharmacol Ther. 2015;42:614-25.

Rodriguez L, Rodriguez P, Gomez B, et al. Two-year results of
intermittent electrical stimulation of the lower esophageal
sphincter treatment of gastroesophageal reflux disease.
Surgery. 2015;157:556-67.

Hoppo T, Rodriguez L, Soffer E, et al. Long-term results of
electrical stimulation of the lower esophageal sphincter for
treatment of proximal GERD. Surg Endosc. 2014;28:3293-301.

112.

113.

114.

115.

116.

Majithia R, Johnson DA. Are proton pump inhibitors safe
during pregnancy and lactation? Evidence to date. Drugs.
2012;72:171-9.

Gill SK, O’Brien L, Einarson TR, et al. The safety of proton
pump inhibitors (ppis) in pregnancy: A meta-analysis. Am J
Gastroenterol. 2009;104:1541-5.

Pasternak B, Hviid A. Use of proton-pump inhibitors in early
pregnancy and the risk of birth defects. N Engl J Med.
2010;363:2114-23.

Richter JE. Review article: The management of heartburn in
pregnancy. Aliment Pharmacol Ther. 2005;22:749-57.
Calabrese C, Fabbri A, di Febo G. Long-term management
of GERD in the elderly with pantoprazole. Clin Interv Aging.
2007;2:85-92.


http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1120
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1120
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1120
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1120
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1120
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1120
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1120
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1120
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1120
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1120
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1120
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1120
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1120
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1120
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1120
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1120
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1120
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1120
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1120
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1120
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1120
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1125
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1125
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1125
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1125
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1125
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1125
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1125
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1125
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1125
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1125
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1125
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1125
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1125
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1125
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1125
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1125
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1125
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1125
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1125
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1125
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1125
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1125
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1125
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1125
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1125
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1125
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1125
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1125
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1125
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1125
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1125
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1125
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1125
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1125
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1125
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1125
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1125
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1125
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1125
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1125
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1125
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1125
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1125
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1125
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1130
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1130
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1130
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1130
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1130
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1130
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1130
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1130
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1130
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1130
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1130
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1130
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1130
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1130
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1130
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1130
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1130
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1130
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1130
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1130
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1130
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1130
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1130
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1130
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1130
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1130
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1130
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1130
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1130
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1130
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1130
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1130
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1130
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1130
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1130
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1135
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1135
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1135
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1135
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1135
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1135
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1135
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1135
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1135
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1135
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1135
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1135
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1135
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1135
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1135
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1135
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1135
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1135
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1135
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1135
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1135
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1135
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1135
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1135
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1135
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1135
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1135
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1135
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1135
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1135
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1135
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1135
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1140
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1140
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1140
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1140
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1140
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1140
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1140
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1140
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1140
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1140
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1140
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1140
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1140
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1140
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1140
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1140
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1140
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1140
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1140
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1140
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1140
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1140
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1145
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1145
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1145
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1145
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1145
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1145
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1145
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1145
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1145
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1145
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1145
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1145
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1145
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1145
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1145
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1145
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1145
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1145
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1145
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1145
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1145
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1145
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1145
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1145
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1145
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1145
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1145
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1150
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1150
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1150
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1150
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1150
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1150
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1150
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1150
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1150
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1150
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1150
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1150
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1150
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1150
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1150
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1150
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1150
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1150
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1150
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1150
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1150
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1150
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1150
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1150
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1150
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1150
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1150
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1155
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1155
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1155
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1155
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1155
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1155
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1155
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1155
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1155
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1155
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1155
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1155
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1155
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1155
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1155
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1155
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1155
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1155
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1155
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1155
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1155
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1155
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1160
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1160
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1160
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1160
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1160
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1160
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1160
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1160
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1160
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1160
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1160
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1160
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1160
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1160
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1160
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1160
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1160
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1160
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1160
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1160
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1160
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1160
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1160
http://refhub.elsevier.com/S2255-534X(16)30048-2/sbref1160

	Diagnosis and treatment of gastroesophageal reflux disease: recommendations of the Asociación Mexicana de Gastroenterología
	Generalities, pathophysiology, and clinical presentation
	Definition and general concept of gastroesophageal reflux disease
	Classification and definition of the main gastroesophageal reflux disease phenotypes
	Prevalence of gastroesophageal reflux disease
	National and worldwide incidence
	Risk factors and susceptible population
	Pathophysiology of gastroesophageal reflux disease

	Diagnosis
	Symptoms
	Therapeutic trial
	Symptom questionnaires
	Conventional endoscopy and biopsies
	Magnifying endoscopy and the use of optical filters
	Esophagogram
	Esophageal pH monitoring (pH study)
	The Bravo system

	Esophageal impedance-pH monitoring
	Symptom index and symptom association probability
	Bilitec
	Esophageal manometry
	High resolution and impedance manometry
	Other technologies for diagnosing gastroesophageal reflux disease

	Medical treatment
	Treatment aims
	Nonpharmacologic treatment
	Pharmacologic treatment
	Antacids and alginates
	Histamine2-receptor antagonists
	Sucralfate
	Prokinetics
	Proton pump inhibitors
	Long-term safety of proton pump inhibitors
	Transient lower esophageal sphincter relaxation inhibitors

	Treatment strategies and duration
	Nonerosive reflux disease treatment
	Erosive reflux disease treatment
	Treatment of atypical gastroesophageal reflux disease
	Treatment of erosive reflux disease in cases of proton pump inhibitor failure (refractory gastroesophageal reflux disease)


	Treatment of special cases
	Barrett's esophagus
	Definition of Barrett's esophagus
	Prevalence of and risk factors for Barrett's esophagus
	Treatment and surveillance of Barrett's esophagus

	Endoscopic management of gastroesophageal reflux disease
	Endoscopic management of uncomplicated gastroesophageal reflux disease
	Endoscopic management of complicated gastroesophageal reflux disease (esophageal stricture)

	Surgical management of gastroesophageal reflux disease
	Indications for surgical treatment of gastroesophageal reflux disease
	Treatment of gastroesophageal reflux disease during pregnancy
	Treatment of gastroesophageal reflux in the elderly


	Financial disclosure
	Conflict of interest
	Acknowledgments
	References
	References


