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Article history: Osteoporosis is the leading cause of fractures in the population older than 50 years. This
Received 8 November 2016 silent disease affects primarily postmenopausal women and the elderly, and the morbidity
Accepted 24 May 2017 and mortality rates are high. The main goal of treating osteoporosis is the prevention of

fractures. The identification of populations at risk through early diagnosis and treatment
is essential. The last Brazilian guideline for the treatment of postmenopausal osteoporosis
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professionals in many medical and health specialties involved in the treatment of osteo-

porosis, for physicians in general and for health-related organizations.
© 2017 Published by Elsevier Editora Ltda. This is an open access article under the CC
BY-NC-ND license (http://creativecommons.org/licenses/by-nc-nd/4.0/).

Diretrizes brasileiras para o diagndstico e tratamento da osteoporose em
mulheres na pés-menopausa

RESUMO

A osteoporose é a principal causa de fraturas na populacio acima de 50 anos. £ uma doenca
silenciosa que afeta especialmente as mulheres na pés-menopausa e idosos e tem elevada
taxa de morbimortalidade. O principal objetivo do tratamento da osteoporose é a prevengao
das fraturas. A identificagcdo dessa populagdo de risco através do diagndstico e tratamento
precoces é de fundamental importéncia. A dltima diretriz brasileira para tratamento da
osteoporose em mulheres na pés-menopausa foi elaborada em 2002. Desde entdo foram
desenvolvidas novas estratégias de diagnéstico da osteoporose, bem como farmacos com
novos mecanismos de ac¢io foram adicionados ao arsenal terapéutico. A Comissdo de Osteo-
porose e Doencas Osteometabdlicas da Sociedade Brasileira de Reumatologia em conjunto
com a Associacao Médica Brasileira e sociedades afins desenvolveu esta atualizacdo da
diretriz do tratamento da osteoporose em mulheres na pés-menopausa de acordo com as
melhores evidéncias cientificas disponiveis. Esta atualizacdo é destinada aos profission-
ais das varias especialidades médicas e da area da saide envolvidos no tratamento da

osteoporose, médicos em geral e organizacoes relacionadas a satude.
© 2017 Publicado por Elsevier Editora Ltda. Este é um artigo Open Access sob uma
licenga CC BY-NC-ND (http://creativecommons.org/licenses/by-nc-nd/4.0/).

Introduction

Osteoporosis is a disease characterized by bone fragility and
changes in bone microarchitecture, and the primary clinical
outcome is the occurrence of low-impact'P fractures. Osteo-
porosis affects more than 200 million people worldwide.?P

In the United States, more than 2 million osteoporosis-
related fractures occur annually, particularly in women (70%),
and the rates of morbidity and mortality are high. In addition,
the annual overhead costs of addressing the outcomes exceed
USD 25 billion.3¢

Osteoporosis fractures occur more frequently in the verte-
brae, distal radius, and proximal femur. These fractures cause
pain, physical incapacity, and deformities, impair quality of
life, and reduce life expectancy. Hip fractures are the most
severe and increase the mortality rate by 12-20% within 2 years
of fracture. More than 50% of individuals who survive a hip
fracture cannot live independently, and many of them need to
live in institutionalized centers.*P

Low bone mineral density (BMD), especially in the femoral
neck, is a strong predictor of fractures. The risk of fracture
increases 2-3 times with each reduction of one standard devi-
ation in the BMD. In addition to low BMD, it is important to
identify the clinical risk factors for osteoporosis and fractures
because these factors help evaluate the absolute risk of frac-
ture on an individual basis and select the patients who are
eligible for treatment.”©

Several epidemiological studies published in the past
decade have highlighted the importance of risk factors for
osteoporosis and fractures in Brazil.®A47A.84 The last Brazilian

guideline on the treatment of postmenopausal osteoporosis
was published in 2002.°P

Risk factors for postmenopausal osteoporosis
and fractures

Osteoporosis does not present specific clinical manifestations
until the occurrence of the first fracture. Therefore, a detailed
medical history and physical examination should be per-
formed in all patients to identify factors that may contribute
to the bone mass loss, to evaluate predictive factors for future
fractures, and to discard secondary causes of osteoporosis.
Some risk factors may be reversed.'°P

The most important risk factors associated with post-
menopausal osteoporosis and fractures are age, being female,
Caucasian or Asian ethnicity, previous individual and family
history of fractures, low BMD of the femoral neck, low body
mass index, and use of a prednisone dose >5.0mg/day for
more than 3 months, in addition to environmental factors,
including smoking, abusive intake of alcohol (>3 units per
day), physical inactivity, and low dietary calcium intake.''P

Because of the high prevalence of secondary causes of
osteoporosis, many of which are subclinical, a minimum lab-
oratory evaluation, including complete blood count, calcium,
phosphorus, alkaline phosphatase, thyroid function, dosing
of serum 25 (OH) vitamin D, 24-h calciuria, simple lateral
radiographs of the thoracic and lumbar spine, and measure-
ment of the BMD of the lumbar spine and proximal femur
are recommended for all patients before starting any treat-
ment. Other specific tests should be conducted only in patients
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Table 1 - Initial investigation of postmenopausal

osteoporosis. Modified from Papaioannou A et al.1?

Routine tests
Complete blood count
Calcium, phosphorus, and alkaline phosphatase
Thyroid function tests
Vitamin D (250H)
24-hour calciuria
Creatinine
BMD
Lateral RX of thoracic and lumbar spine

Specific exams
According to clinical suspicion

with clinical suspicion of associated diseases, including gas-
trointestinal diseases (intestinal malabsorption syndrome,
inflammatory disease, and celiac disease), endocrine disor-
ders (primary hyperparathyroidism, thyrotoxicosis, Cushing’s
syndrome, hypogonadism, and diabetes mellitus), rheumato-
logic diseases, and chronic pulmonary diseases (Table 1).1°P

Bone remodeling markers are useful in assessing the
effects of medications, aging, and diseases on the rates of bone
resorption and formation in a period of time but should not be
used for the diagnosis of osteoporosis or the choice of medica-
tion to be prescribed. The most used markers are serum CTx
as a marker of bone resorption and serum PINP as a marker
of bone formation. Elevated serum CTx levels may indicate
rapid loss of bone mass and have a moderate correlation as
a risk factor for osteoporosis and fractures, regardless of the
BMD.'?A.13B,14B The use of CTx in clinical practice is limited by
the high variability among trials and the poor predictive value
in the same patient. The levels of CTx may change rapidly
in response to drug treatment; therefore, this marker may
be useful in specific situations, such as the assessment of
bone adhesion, bone adsorption, or failure to respond to drug
treatment.!>4, 164

Aromatase inhibitors,'”® GnRH analogs,'®® antiretroviral
therapy,'°® and medroxyprogesterone,?’P in addition to anti-
convulsants and anticoagulants,’'P have been listed as risk
factors for osteoporosis.

The risk of falls should be considered in the evalua-
tion of patients with osteoporosis because recurrent events
constitute per se an independent risk factor for fractures,
particularly in cases of neurological impairment, such as
hemiparesis, Parkinson’s disease, dementia, dizziness, alco-
holism, and visual impairment.?’® However, the importance
of the risk of falls is often neglected. In comparative terms,
one standard deviation in the decrease in BMD increases the
risk of hip fracture by approximately 2- to 2.5-fold, and a fall
to the side increases the risk of hip fracture 3- to 5-fold. The
risk of hip fracture increases approximately 30-fold in cases in
which this type of fall increases the impact on the trochanter
compared with the proximal femur.??8

Recommendation

All patients diagnosed with osteoporosis should be evaluated
for risk factors before the start of treatment for osteoporo-
sis and fractures by conducting a careful medical history and
physical examination, with minimal laboratory testing. In

cases of clinical suspicion, specific laboratory tests should be
requested to identify the causes of secondary osteoporosis.

Risk factors that are modifiable in postmenopausal women,
including physical activity, smoking cessation, restriction of
sedative and hypnotic medications, and other conditions that
may reduce bone mass should be discussed. The correction of
visual deficits and the implementation of measures to mini-
mize the risk of falls, including the use of anti-slip stands and
mats in the bathroom, care with slippery floors and loose car-
pets, improvement in lighting systems, and care with stairs
and steps, are crucial.

Non-pharmacological treatment of
postmenopausal osteoporosis

Evidence of the effectiveness of physical exercise in
reducing the risk of falls and improving the quality of life
of postmenopausal women with osteoporosis

Clinical trials have revealed that the indication of super-
vised physical activity programs improves functional capacity,
muscle strength, balance, coordination, flexibility, and qual-
ity of life.?3A24A A study implemented an exercise program
for the prevention of falls and randomized postmenopausal
women (aged 55-75 years) with osteoporosis into two groups:
the first group was used to evaluate progressive quadriceps
strengthening and proprioception training associated with
drug therapy, and the second group was used to assess drug
therapy with bisphosphonate monotherapy for 18 weeks.?>8
The results of this program indicated that women sub-
jected to the exercise program had a lower incidence of
falls compared with the group subjected to pharmacological
treatment during a 6-month follow-up (ARR=0.38, 95% confi-
dence interval [CI]=0.18-0.52, NNT =2).2>8 Similarly, another
muscle-strengthening exercise program that aimed atimprov-
ing postural control randomized postmenopausal women
(72.8+3.6 years) with osteoporosis into three intervention
groups: (1) balance training with muscle strengthening; (2)
balance training with stretching, and (3) controls (without
physical activity).?°B After 8 weeks, women in groups 1 and
2 had significant increases in dorsiflexion force and knee
flexion and an increase in range of motion.?°® A 12-month,
randomized, controlled study examined the impacts of circuit
exercise on mobility, balance, and the quality of life of post-
menopausal women with established osteoporosis (previous
vertebral fracture). Three months after the beginning of the
intervention, there were significant improvements in mobil-
ity and in the quality of life domains analyzed using General
Health Questionnaire-20 (GHQ-20) and Quality of Life Ques-
tionnaire issued by the European Foundation for Osteoporosis
(QUALEFFO-41).27B

Recommendation

Resisted and supervised physical exercises that primarily
involve quadriceps strengthening and weight-bearing exer-
cises are recommended for postmenopausal women with
a diagnosis of osteoporosis or osteopenia because these
exercises can reduce the number of falls. The results of
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randomized clinical trials demonstrated that the implemen-
tation of a physical activity program significantly improved
flexibility, balance, muscle strength, and quality of life, thus
reducing the risk of falls. However, there is still no robust
evidence regarding the reduction of fractures with physical
activity.

Evidence for the efficacy of calcium intake in
the prevention and treatment of
postmenopausal osteoporosis

Calcium is an essential nutrient for the regulation of bone
tissue homeostasis. Adequate calcium intake is fundamental
for the prevention and treatment of osteoporosis and general
bone health at any age, although daily calcium requirements
vary with age. The Institute of Medicine (IOM) established daily
calcium requirements by age group in 2011.28P For adults older
than 50 years, the recommended daily dose is 1200 mg, includ-
ing dietary calcium and supplements (in cases of poor dietary
intake).

Since the end of the twentieth century, several studies have
shown the importance of calcium in the treatment of osteo-
porosis (most cases in association with vitamin D), with a
modest effect on fracture prevention.??4.304A

In a recent meta-analysis published by the National
Osteoporosis Foundation (NOF), the results indicated a 15%
reduction in the overall relative risk of fractures (Summary
Relative Risk Estimates (SRRE)=0.85%, 95% CI=0.73-0.98) and
a 30% reduction in the risk of hip fracture (SRRE=0.70,
95% CI=0.56-0.87).3'4 In a 7-year follow-up study, the
Women’s Health Initiative Calcium/Vitamin D Supplemen-
tation (WHI CaD) study evaluated 36,282 postmenopausal
women aged 50-79 years (mean age of 62.4 years) with
a predominance of Caucasian ethnicity (83%) and ran-
domized the study sample to receive a combination of
calcium and vitamin D3 (1000 mg/day + 400 IU/day) or placebo.
During follow-up, hip BMD was significantly higher in
the supplemented group, although there were no signifi-
cant decreases in the risk of hip fractures (hazard ratio
[HR]=0.88, 95% CI=0.72-1.09), clinical vertebral fractures
(HR=0.90, 95% CI=0.74-1.1), and total fractures (HR=0.96,
95% CI=0.91-1.02).>?A With regard to adverse events, the
occurrence of renal calculi was 17% higher in patients sub-
jected to treatment (HR=1.17, 95% CI=1.02-1.34); however,
no significant difference was observed for cardiovascular
events, gastrointestinal disorders such as constipation, and
neoplasms.3?4

The evaluation of the effect of calcium supplementation
on the reduction of bone loss is compromised in many stud-
ies because calcium supplementation involves vitamin D
administration.>3C

The optimal daily dose of calcium and the use of supple-
ments are still controversial, particularly when considering
adverse events. A Swedish cohort of patients with high daily
calcium intake (>1500 mg/day considering dietary and supple-
mented calcium) showed a 40% increase in all-cause mortality
(HR=1.40, 95% CI=1.17-1.67).34B

A meta-analysis involving a subpopulation of 16,718
WHI study patients who did not use calcium or vitamin D

supplements at baseline and who were randomized to begin
using them found significant increases in cases of acute
myocardial infarction (AMI) and myocardial revascularization
(p=0.004).>>A The use of low calcium doses (<700 mg/day
compared with 1400 mg/day) increased the cardiovascular
risk.%6B

A recent meta-analysis involving controlled and random-
ized studies found no significant differences in hospital
admissions and deaths in women with postmenopausal
osteoporosis who received calcium supplementation.®’4

The results of the 10-year Multi-ethnic Study of Atheroscle-
rosis (MESA) involving a multi-ethnic cohort reported a slight
decrease in the number of cases of coronary atherosclero-
sis by tomography (calcium score) in female patients who
ingested dietary calcium (average of 1081 mg/day). The risk
of coronary calcification in patients who received calcium
supplementation was 20% higher than in those who did not
receive calcium supplementation (relative risk [RR] =1.22, 95%
CI=1.07-1.39).384

With respect to the correlation between calcium supple-
mentation and cardiovascular events, randomized, controlled,
and prospective studies rather than meta-analyses and sub-
group analyses should be conducted to improve the level of
evidence for clinicians.*C

It is important to highlight that the daily dietary intake of
calcium in Brazil is below the IOM recommendation (average
of 400 mg regardless of region, sex, and age).*4

Women older than 50 years with osteopenia or osteo-
porosis should be encouraged to ingest calcium preferen-
tially from their diet. Some calculators can help identify
calcium-rich foods and determine the daily intake of cal-
cium (https://www.iofbo).*! Calcium supplementation should
be considered for patients who are intolerant to lac-
tose or who for other reasons cannot obtain the daily
recommendation.

Several calcium supplements are commercially available.
Calcium bioavailability is highest in calcium carbonate and
tribasic calcium phosphate (approximately 40%). Calcium car-
bonate causes gastrointestinal problems such as constipation
and should be ingested with meals. The calcium bioavailabil-
ity from calcium citrate is lower (21%); thus, more tablets are
needed to reach the desired dose. The latter is commercially
available and is an option for patients with nephrolithiasis or
a history of gastric surgery (gastrectomy) or bariatric surgery.
Calcium supplementation should not exceed 500-600 mg per
dose regardless of the formulation because fractionation
increases absorption.*?P

Recommendation

For women older than 50 years, it is recommended and safe
to ingest up to 1200 mg of calcium per day, preferably in the
diet by the consumption of milk and dairy products. In cases
in which the dietary intake is not possible, calcium supple-
mentation is advisable, and the risks and benefits should be
assessed. Although calcium and vitamin D supplementation is
essential for adequate bone mineralization, treatment of post-
menopausal osteoporosis exclusively with calcium associated
or not with vitamin D is not recommended.
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Recommendations for the use of vitamin D in
the treatment of postmenopausal osteoporosis

Vitamin D is a prohormone synthesized in the skin by expo-
sure to ultraviolet B (UVB) rays from sunlight. The food sources
of vitamin D are limited, and humans rely primarily on the
production of this vitamin in the skin by UVB light. Vitamin D,
either produced in the skin or ingested, undergoes chemical
transformations to reach its active form (calcitriol), which has
important functions in osteomineral physiology, particularly
for intestinal absorption and calcium homeostasis.*3P44D

In addition to its role in the intestinal absorption of cal-
cium, vitamin D has an important role in peripheral muscles
and body balance and may affect the risk of falls. Vitamin D
deficiency is common in patients with osteoporosis**® and hip
fractures.*6B

The plasma concentration of vitamin D can be determined
by the dosing of 25 hydroxyvitamin D [25(0H)D].*’ P8P Dosing
of 25(0OH)D is recommended in the suspicion of vitamin D defi-
ciency, especially in high-risk populations, such as patients
with osteoporosis and other potential osteopenia-inducing
clinical conditions.*’P#*8D The United States Preventive Ser-
vices Task Force found no evidence to support the dosing of
vitamin D in the general population.**4

Serum concentrations of 25(0H)D lower than 20ng/mL
(50 nmol/L) are classified as vitamin D deficiency in the gen-
eral population, and values between 20 ng/mL (50 nmol/L) and
29ng/mL (74nmol/L) are considered insufficient for individ-
uals at risk of osteoporosis®®; the ideal concentrations range
between 30ng/mL (75nmol/L) and 100ng/mL (250 nmol/L).
These values are recommended by the Endocrine Society and
the Brazilian Society of Endocrinology and Metabolism.*/D:48D

A meta-analysis of studies on postmenopausal women
reported significant reductions in the risk of femoral neck
fractures and non-vertebral fractures with vitamin D supple-
mentation using daily doses higher than 8001U.°°4 However,
the WHI group that received calcium and vitamin D supple-
mentation presented a slight gain in bone mass in the femoral
neck, but the reduction in the risk of fractures was not
significant.??4 In contrast, other studies found increases in
muscle strength and body balance and reduction of falls with
vitamin D supplementation.”'4 524

In adults with vitamin D deficiency [(25(0H)D <20 ng/mL)],
a loading dose of 7000IU/day or 50,0001U/week for 8
weeks is recommended, followed by a maintenance dose
of 1000-20001U per day.*’P*8D Inadequate levels of vitamin
D are considered a potential cause of failure of drug-based
treatments for osteoporosis (significant loss of BMD and
fractures).>>P->4A Despite the abundant evidence of the associ-
ation between vitamin D deficiency and several diseases, high
doses of vitamin D are not recommended because no phase III
clinical trials with robust and consistent results are available.
A study has shown that high doses of vitamin D equal to or
greater than 500,0001U given at once in annual regimens may
increase the risk of falls and fractures,”>* and another study
reported functional worsening in supplemented patients.”°B

Other studies did not demonstrate that vitamin D replace-
ment reduced overall mortality®’# or prevented cancer*®# and
cardiovascular diseases,””” even at high doses.

The available data are controversial. Therefore, more stud-
ies are necessary to establish cause and effect relationships
between vitamin D deficiency and diseases and to determine
whether vitamin D deficiency can predict worse clinical out-
comes.

Recommendation

In women with postmenopausal osteoporosis, the determina-
tion of the plasma concentrations of 25(0H)D is recommended
before the initiation of treatment. In vitamin D-deficient
patients, replacement should be initiated at 50,000 IU per week
for 8 weeks and then reassessed. As a maintenance dose, daily
doses of 1000-20001U and serum levels higher than 30 ng/mL
are recommended for the prevention of secondary hyper-
parathyroidism, improvement of bone mass, and reduction of
the risk of falls. Treatments with high doses of vitamin D are
not indicated.

Pharmacological treatment of postmenopausal
osteoporosis

Indication of pharmacological treatment for women with
postmenopausal osteoporosis

Osteoporosis is a significant public health problem world-
wide and lacks effective therapies. Moreover, patients eligible
for pharmacological intervention are not easily identified.®°¢
Screening and case detection strategies using bone densito-
metry have high specificity (can identify high-risk patients)
but low sensitivity (fail to characterize correctly the patients
who will present fractures). Therefore, strategies that take into
account clinical risk factors can help determine the individual
risk of fractures regardless of BMD measures and thus better
determine the absolute risk of fracture due to osteoporosis.®’¢

The Fracture Risk Assessment Tool (FRAX) is the first spe-
cific model of prediction of fractures in Brazil. It is based on the
original FRAX methodology, which was externally validated
in several independent cohorts and calibrated using consis-
tent retrospective epidemiological data on hip fracture and
mortality.6?B,63A,64A,654,66A

FRAX is a computer-based algorithm that calculates the 10-
year probability of a major osteoporotic fracture (hip, spine,
humerus, or wrist fracture) and hip fracture. The likelihood
of fracture is calculated considering clinical risk factors (age,
sex, and body mass index) and dichotomous risk factors (previ-
ous fragility fracture, parental history of hip fracture, current
smoking, long-term use of oral glucocorticoids, rheumatoid
arthritis, other causes of secondary osteoporosis, and alcohol
consumption). The BMD of the femoral neck can be option-
ally included to improve the prediction of the risk of fractures.
The probability of fracture is calculated considering the risk
of fractures and death. The use of clinical risk factors and
BMD measures improves the sensitivity of fracture predic-
tion without compromising specificity. The use of FRAX in
clinical practice requires the determination of the probability
of fracture in which to intervene for treatment (intervention
threshold) and the BMD test (evaluation thresholds).®”®



REV BRAS REUMATOL.2017;57(52):5452-S466

S457

Limit of intervention

10-year probability (%)

40 50 60 70 80 920
Age (years)

Fig. 1 - Limit of FRAX intervention with densitometry.®?

Many guidelines recommend that women with a previous
fragility fracture be considered for intervention without the
need for a BMD test (except for treatment follow-up), and a
previous fracture may constitute sufficient risk to recommend
treatment.588.69B

For this reason, the intervention threshold in women with-
out previous fracture can be adjusted to the age-specific
probability of fracture similar to that of women with a pre-
vious fragility fracture, i.e., the intervention threshold (Fig. 1)
is set at the “fracture threshold.” This approach was well val-
idated and demonstrated to be cost-effective. With regard
to the assessment thresholds for BMD measures, two limits
(Fig. 2) were established. A threshold probability below which
neither treatment nor a BMD test should be considered (lower
limit of assessment) is based on a 10-year likelihood of osteo-
porosis fracture similar to that of women without clinical risk
factors, with a BMI of 25 kg/mz, and without BMD measure-
ment. This approach is consistent with the recommendation,
in most clinical guidelines, that individuals without clinical
risk factors not be considered eligible for evaluation.

30 LSA
25 Limit of intervention
20

LIA

15

10

10-year probability (%)

40 50 60 70 80 90
Age (years)
Fig. 2 - Limit of FRAX assessment without densitometry.

ULE, upper limit of evaluation; LLE, lower limit of
evaluation.?

A threshold probability above which treatment may be rec-
ommended, regardless of the BMD, is set at 1.2 times the
intervention threshold because, in cases in which patients
have a fracture probability of at least 20% of the interven-
tion threshold, a few individuals are reclassified when the
odds are recalculated with the inclusion of BMD to the FRAX
(UK National Osteoporosis Guideline Group - NOGG).”°P More-
over, an expert committee reviewed recent recommendations
for the identification of patients at high risk for osteoporo-
sis and fractures.”'® In view of these considerations, the
following approach is recommended for decision making in
Brazil 5?B

Preliminary data from the BRAVOS study—a multicenter
prospective study on fractures in the north, southeast, and
south regions of Brazil—were accepted for publication. The
results of this study can improve the calibration and the
capacity of FRAX Brazil to predict fractures according to the
study “Incidence and mortality of hip fractures in Joinville, a
community of the south of Brazil”, by Silva DMW, Lazzareti-
Castro M, Sejzenfeld VL, Zerbini C, Eis SH, Borba VCZ,
accepted for publication in the Archives of Endocrinology and
Metabolism).

Recommendation

- Patients with a history of previous fragility fracture should
be considered for pharmacological treatment without the
need for further evaluation by BMD measurement, although
this evaluation may be appropriate, particularly in younger
postmenopausal women and for treatment follow-up.

- Patients with T-scores equal to or less than —-2.5 SD
in the lumbar spine, femoral neck, total femur, or
33% radius should be considered for pharmacological
therapy.

- In patients without previous fragility fractures, the treat-
ment strategy should be based on a 10-year probability
assessment using FRAX Brazil and NOGG recommenda-
tions.

What is the recommended interval to repeat the Bone
Densitometry test?

In patients at high risk of fractures based on BMD or calcu-
lation, BMD should be repeated every 1 to 2 years by medical
decision. In cases of significant loss of bone mass, patients
should be re-evaluated for adherence to treatment, bone den-
sitometry (equipment and acquisition and analysis protocols),
and secondary causes, including vitamin D deficiency, pres-
ence of diseases, and medications.>3P.72€C

The drugs approved in Brazil for the treatment of osteo-
porosis in postmenopausal women are listed in Table 2.

Evidence for recommending the use of
hormone therapy in postmenopausal women
to reduce the risk of fractures

Estrogens play an important anti-resorptive role in the bone
metabolism of premenopausal women. Hypoestrogenism,
which occurs after menopause, accelerates the loss of bone
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Table 2 - Approved treatments for postmenopausal women with osteoporosis.

Intervention Vertebral fracture Non-vertebral fracture Hip fracture
HRT A A A
Alendronate A A A
Ibandronate A A? NAE
Risedronate A A A
Zoledronic acid A A A
Denosumab A A A
Raloxifene A NAE NAE
Teriparatide A A NAE

A, grade A recommendation; NAE, not adequately evaluated; HRT, hormone replacement therapy.

2 In subsets of patients only (post hoc analysis).

mass but can be alleviated with the use of hormone replace-
ment therapy (HRT).”>C A meta-analysis from 2002 evaluated
57 randomized clinical trials and demonstrated a consistent
increase in BMD in the lumbar spine (6.8% on average) and
femur (4.1% on average) after 2 years.”*4

The WHI study was not performed only in women with
osteoporosis with an indication of pharmacological treatment
in the estroprogestative arm but evaluated 16,608 menopausal
women aged 50-79 years and performed bone densitometry in
a subgroup of 1024 participants. After 5 years of follow-up, on
average, HRT with progesterone associated with conjugated
equine estrogens (CEE) significantly increased BMD in the lum-
bar spine and femur by 4.5% and 3.7%, respectively, compared
with placebo.”>4

The isolated estrogen arm evaluated 10,739 hysterec-
tomized menopausal women aged between 50 and 79 years,
and densitometry was performed in a subgroup of 938 par-
ticipants. After an average of 6 years, there were significant
increases of 7.1% in the lumbar spine and 1.8% in the femur
of the participants who received CEE compared with a 1.9%
increase in the spine and a loss of 1.95% in the femur of the
placebo group.”®4

The WHI study is the largest randomized trial of placebo-
controlled HRT with fracture data. The HRT conducted with
estrogen alone (CEE at 0.625mg/day) and the estroprogesta-
tive combination (association of CEE at 0.625 mg/day and AMP
at 2.5mg/day) showed an approximate reduction of 30% in
hip fractures and clinical vertebral fractures. Furthermore,
there was a significant decrease of 24-29% of all osteoporotic
fractures with statistical significance.”>A7%A However, the
beneficial effects on BMD were maintained only during HRT.
After discontinuation, there was a loss of BMD after the first 12
months, and the rate of bone loss was similar to that of natural
hypoestrogenism in postmenopausal women.”’# Therefore,
discontinuation of HRT should be followed by another ther-
apeutic option.

The risk of thromboembolism during HRT is approxi-
mately 2-fold higher in users of conventional doses (CEE
at 0.625mg/day associated with 2.5mg of medroxyproges-
terone acetate in a combined or cyclic scheme), particularly
in the first year of treatment, and decreases as HRT is
extended.”®® The prolonged use of HRT for more than 5
years associated estrogens and progestagens produces a small
increase in the risk of breast cancer (eight cases per 10,000
women/year).”?B

Recommendation

HRT should be considered for the treatment of post-
menopausal osteoporosis, particularly in women with climac-
teric symptoms, before the age of 60 years or within 10 years
of the onset of menopause. The discontinuation of HRT results
in loss of bone mass and an increase in the fracture rate;
these patients should adopt another therapeutic strategy. The
patients subjected to HRT should be carefully evaluated on an
individual basis, and this treatment should be prescribed only
when the benefits outweigh the risks.

Evidence for recommending the use of
bisphosphonates (alendronate, risedronate,
ibandronate, and zoledronic acid) in
postmenopausal women to reduce the risk of
vertebral and non-vertebral fractures

Nitrogen-containing bisphosphonates are the most pre-
scribed class of drugs worldwide for the treatment of
postmenopausal osteoporosis. These synthetic analogs of
inorganic pyrophosphate bind to hydroxyapatite crystals at
the sites of remodeling and inhibit osteoclast-mediated bone
resorption.&°P

Alendronate, risedronate, and ibandronate are admin-
istered orally at doses of 70mg/week, 35mg/week (or
150 mg/month), and 150 mg/month, respectively. Zoledronic
acid is the only intravenous bisphosphonate approved for
the treatment of postmenopausal osteoporosis at a dose
of 5mg per year. In 3- to 4-year placebo-controlled clini-
cal trials, bisphosphonates significantly reduced the risk of
osteoporotic fractures. The decrease in the absolute risk of
fractures with bisphosphonates depends on the baseline risk
and fracture site (vertebral versus nonvertebral fractures and
hip fractures).814.824,83A,84A,854,86A

In the above studies, the benefits of bisphosphonates out-
weighed the risks. Overall, randomized clinical trials with
bisphosphonates reported a 40-70% reduction in the risk of
vertebral fracture and a 40-50% reduction in the risk of hip
fracture, always associated with calcium and vitamin D.?’P

Oral bisphosphonates should be taken during fasting,
30-60min before breakfast, and with a full glass of water
to ensure the maximum absorption; the decubitus position
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should be avoided after drug intake. A weekly presentation of
risedronate can be taken during or shortly after breakfast.®8P

Pivotal studies with bisphosphonates reported common
adverse events, such as gastrointestinal disorders (nausea and
esophagitis), flu-like symptoms, arthralgia, and mild myalgia.
These events may be associated with poor adherence to treat-
ment in many patients and affect the capacity of these drugs
to reduce the risk of fractures.®’8

Patients with esophageal and severe gastrointestinal dis-
eases, such as hiatal hernia, stenosis, esophageal motility
disorders (e.g., systemic sclerosis), esophageal varices, and
Crohn’s disease, should avoid these drugs. Patients with renal
impairment with creatinine clearance lower than 35mL/m,
particularly elderly adults and individuals taking diuret-
ics, should also avoid these drugs. Hypocalcemia should be
assessed and corrected before the initiation of treatment.”°P

Oral bisphosphonates (alendronate, risedronate, and iban-
dronate) are indicated for the reduction of vertebral and hip
fractures in women with postmenopausal osteoporosis. In
the study that led to the approval of ibandronate, this drug
reduced only vertebral fractures. However, in a subgroup of
patients with severe osteoporosis and BMD with T-scores
lower than -3.0 SD in the femoral neck, the number of hip
fractures decreased significantly.”’4

Zoledronic acid is indicated for reducing vertebral, non-
vertebral, and hip fractures in patients with postmenopausal
osteoporosis.??A

Prolonged use of bisphosphonates

The optimal duration of treatment with bisphosphonates in
patients with osteoporosis is unknown. Data from extension
studies of larger clinical trials suggest that alendronate ther-
apy for more than 5 years does not significantly reduce the risk
of fractures except for the risk of clinically diagnosed vertebral
fractures.”>4A

In addition, post hoc analysis of the data from the FLEX
study revealed that non-vertebral fractures were reduced in
patients treated with alendronate for 10 years (compared with
those treated for 5 years) only in individuals in whom the
femoral neck T-score remained lower than —2.5 SD after 5
years of therapy or those with a previous vertebral fracture.**P

In the 3-year study of zoledronic acid, similar effects were
observed, with a significant reduction in the risk of vertebral
fractures, but no significant difference in the risk of non-
vertebral and hip fractures in patients treated for 6 years
compared with those treated for 3 years.”4

The outcomes following discontinuation of treatment
with risedronate after 2 or 7 years of treatment have also
been reported. The discontinuation of treatment for 1 year
increased the serum levels of bone remodeling markers in
both groups to values close to the baseline and decreased the
BMD of the total hip, whereas the BMD of the lumbar spine
and femoral neck remained unchanged.’®4

Because of the accumulation of bisphosphonates in bone
and its prolonged use, serious adverse events have been
reported since 2003, including osteonecrosis of the jaw and
atypical subtrochanteric fractures. Osteonecrosis of the jaw
has been reported primarily in patients with advanced can-
cer who use high doses of bisphosphonates. In randomized

studies in patients with advanced cancer, the incidence of
osteonecrosis of the jaw was 1-2% per year with zoledronic
acid, which is 10-fold higher than in patients with osteoporosis
treated with the same drug.

Another severe adverse event is the atypical fracture of the
femur. A recent review reported that patients presented a pro-
drome of thigh pain in 70% of cases, bilateral fracture in 28%
cases, and healing delay in 26% cases. The exact etiology and
correlation of these events with the use of bisphosphonates
are not entirely understood. The ASBMR has published rec-
ommendations on these severe events in two task forces over
the past 3 years.”’D:98D

The concerns about the potential side effects of bisphos-
phonate use, along with available data on the long-term
efficacy, have led to a recent reconsideration of the appropri-
ate duration of treatment with these agents. In some patients,
a period of temporary discontinuation of bisphosphonate has
been suggested by experts®’P and was later endorsed by the
American Association of Clinical Endocrinologists (AACE).”°P

Advocates of the temporary discontinuation strategy argue
that the efficacy of bisphosphonates has not been demon-
strated after 5-year therapy for mostlow-risk patients and that
the rates of side effects, such as atypical fracture of the femur
and osteonecrosis of the jaw, increase with prolonged use. An
ASBMR Task Force has developed an algorithm for recommen-
ding the long-term use of bisphosphonates (Fig. 3).%’P

Patients continuously using corticosteroids (>7.5mg/d),
those older than 75 years, and those with previous hip frac-
ture should be considered for oral bisphosphonate therapies
longer than 5 years.”°P

A study published in the Brazilian Journal of Rheumato-
logy (Revista Brasileira de Reumatologia) suggested a modified
algorithm of the ASBMR.'® This algorithm includes bone
resorption markers in decision-making in cases of non-
response to treatment, which is not unanimously accepted in
the literature.

Recommendation

Randomized clinical trials have demonstrated the efficacy
of bisphosphonates in reducing vertebral, non-vertebral, and
hip fractures in patients with osteoporosis and have consid-
ered these drugs as the first-line therapy for postmenopausal
osteoporosis. Allbisphosphonates are effective in reducing the
risk of vertebral fractures. However, only alendronate, rise-
dronate, and zoledronic acid significantly decreased the risk of
non-vertebral and hip fractures. Patients taking bisphospho-
nates should have sufficient levels of calcium and vitamin D.
The reassessment of the use of bisphosphonates after 5 years
has been proposed considering the risks and benefits for each
patient.

Evidence for the use of denosumab in the
treatment of osteoporosis in postmenopausal
women

Denosumab is a human monoclonal antibody (IgG2 isotype)
with high affinity and binding specificity for the activa-
tor receptor of nuclear factor kappa B (RANK-L), a cytokine
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Postmenopausal women treated with oral bisphosphonates (> 5 years) or IV (> 3 years)

Hip and vertebral fractures or multiple other osteoporotic fractures before or during therapy

Yes

No

\/

Reassess benefits/risks
Consider maintaining bisphosphonate or
change to alternative therapy
Reassess every 2-3 years

v

T-score with BMD < -2.5
OR
High fracture risk

I No

Yes
v

Reassess benefits/risks
Consider maintaining bisphosphonate for up
to 10 years or change to alternative therapy
Reassess every 2-3- years

v

Consider “taking a drug holiday”
Reassess every 2-3 years

Fig. 3 - Recommendation algorithm on prolonged bisphosphonate use. Modified from Adler RA et al.?”

belonging to the tumor necrosis factor (TNF) family. Deno-
sumab blocks the binding of RANK-L to RANK, its natural
receptor, and decreases bone resorption by inhibiting the for-
mation, activation, and survival of osteoclasts and increasing
BMD.lOlC

The pivotal phase III clinical trial “Fracture REduction
Evaluation of Denosumab in Osteoporosis every 6 Months”
(FREEDOM) randomized 7808 women aged 60-90 years (72 £ 5.2
years) with T-scores between —2.5 and —4.0 SD (lumbar spine
or femur) and treated with denosumab (60 mg every 6 months
for 36 months) or placebo and observed a significant reduction
(68%) in the risk of radiographic vertebral fractures in the inter-
vention group. In addition, this treatment reduced the risk of
all non-vertebral fractures by 20% (HR =0.8; 95% CI=0.67-0.95)
and femur fractures by 40%. The risks of neoplasia, cardiovas-
cular disease, delayed fracture healing, and hypocalcemia did
not increase, and no cases of osteonecrosis of the jaw were
observed. A few cases of cellulite were observed.'%?4

The long-term open-label extension study reported contin-
uous increases in the BMD of the lumbar spine and hip (15.2%
and 7.5%, respectively). A few cases of atypical femur fracture
and mandible osteonecrosis were observed. 0341044

In patients with renal impairment, denosumab was effec-
tive and safe, with no need for dose adjustment because
of the absence of glomerular clearance. However, hypocal-
cemia should be evaluated and corrected before treatment
initiation.10°B

A 12-month non-inferiority multicenter comparative phase
III study on alendronate reported that 1189 postmenopausal
women with T-scores lower than —2.0 SD in the lumbar spine
or total hip were randomized to treatment with denosumab
(60mg every 6 months) or alendronate (70mg per week).

There was a significantly higher increase in femur BMD in the
first group (3.5%) compared with the second group (2.6%).1904
Another randomized non-inferiority clinical trial found that
the transition from alendronate to denosumab significantly
increased the total femur BMD after a 12-month interval and
resulted in reduced cortical porosity and resorption mark-
ers in patients treated with denosumab compared with those
treated with alendronate.'?’4

Consistent with the mechanism of action, the discon-
tinuation of denosumab therapy may reverse the benefits
(i.e., BMD and risk of fracture). In cases of discontinuation
of denosumab therapy, switching to another treatment for
osteoporosis should be considered. The temporary discon-
tinuation of treatment of osteoporosis does not apply to
denosumab.'%8P

Recommendation

Denosumab is indicated for the treatment of postmenopausal
osteoporosis. Pivotal studies have shown that this drug sig-
nificantly reduced vertebral, non-vertebral, and hip fractures.
Denosumab can be used in case of oral bisphosphonate fail-
ure, intolerance or contraindication, and in special situations
as the first line of treatment, such as in patients with renal
dysfunction. After 10 years of treatment, the available data
indicated continuous gains in the BMD of the lumbar spine
and the femur and reduction of fractures, with the same safety
profile previously described, and in patients with renal dys-
function. Discontinuation of denosumab treatment may lead
to reversal of the benefits obtained in BMD and increase the
risk of fracture and, in this case, changing to another osteo-
porosis treatment should be considered.
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Recommendation of raloxifene to
postmenopausal women diagnosed with
osteoporosis

Selective estrogen receptor modulators (SERMs) are a class
of drugs that selectively act on selective estrogen receptors
and exert agonistic or antagonistic effects on different tar-
get tissues. Raloxifene is a second-generation SERM with bone
anti-resorptive activity.'%°P

The multicenter study “Multiple Outcomes of Raloxifene
Evaluation” (MORE) evaluated 7705 postmenopausal women
(average age of 66.5 years) with osteoporosis and without a
history of breast or endometrial cancer and randomized the
sample to treatment with placebo and either 60 or 120mg of
raloxifene per day.''%4 After 36 months, the risk of vertebral
fractures in women subjected to raloxifene monotherapy was
significantly decreased by 30% and 50% at doses of 60 and
120 mg/day, respectively (RR=0.7,95% CI=0.5-0.8 and RR=0.5,
95% CI=0.4-0.7) but did not modify the risk of non-vertebral
and hip fractures compared with the placebo group (RR=0.9;
95% CI=0.8-1.1).11°4 A significant increase was observed in
BMD at the evaluated sites. With regard to adverse events,
there was a higher risk of venous thromboembolism in the
treated group compared with the placebo group (RR=3.1; 95%
Cl=1.5-6.2).1104

The increased risk of venous thromboembolism (1.5 to
3-fold higher) was the most severe adverse event of ralox-
ifene therapy, and a previous history of thromboembolism
was a contraindication to the use of this medication. The
exacerbation of climacteric symptoms and a mild reduction
of breast cancer risk were also observed in patients treated
with raloxifene.''94 The decrease in the risk of breast cancer
was confirmed in another large clinical trial involving women
at high risk of breast cancer. Raloxifene has been approved
for the prevention and treatment of osteoporosis in post-
menopausal women and reduces the risk of breast cancer in
postmenopausal women with osteoporosis.'!B

Recommendation

Raloxifene at a dose of 60mg per day has been approved
for the prevention and treatment of spinal osteoporosis in
postmenopausal women without climacteric symptoms and
significantly reduces vertebral fractures. This drugis also indi-
cated for reducing the risk of breast cancer in postmenopausal
women with osteoporosis. However, it is not recommended for
nonvertebral and hip fractures.

Efficacy and safety of teriparatide in the
treatment of postmenopausal osteoporosis

Teriparatide is homologous to the 34-amino-acid N-terminal
sequence of the synthetic parathormone obtained via recom-
binant DNA technology (PTH 1-34). This drug has been
approved for the initial treatment of postmenopausal osteo-
porosis in women at high risk of fracture or who have failed
or not tolerated previous treatments for osteoporosis.

Teriparatide is considered an anabolic agent because it
acts by increasing bone formation, in contrast to other
drugs approved for the treatment of osteoporosis, with anti-
resorptive action. It has also been approved for glucocorticoid-
induced osteoporosis. PTH 1-84 has also been approved in
Europe.''?P

The multicenter clinical trial that led to the approval of
teriparatide evaluated the risk of osteoporosis fractures in
1637 postmenopausal women (average age of 69 years) with
at least one moderate fracture or two mild non-traumatic ver-
tebral fractures identified by spinal radiography. In this study,
patients were randomized to treatment with teriparatide with
subcutaneous doses of 20 or 40 pg per day or placebo.'®4
After 24 months (mean follow-up of 21+3 months), there
was a lower risk of new vertebral fractures (ARR=0.096,
95% CI=0.062-0.128, NNT=10) and non-vertebral fractures
(ARR=0.037, 95% CI=0.090-0.067, NNT =26), but not femur
fractures. The most frequent adverse events were headache,
nausea, cramps, hypercalcemia, and hypercalciuria.!**4

As with HRT, SERMs, and denosumab, the discontinua-
tion of teriparatide monotherapy resulted in the loss of bone
mass; thus, another treatment option for osteoporosis is
recommended.''*® Teriparatide has been indicated for atypi-
cal fractures due to bisphosphonate monotherapy.''>P

Recommendation

Teriparatide is recommended for the treatment of post-
menopausal osteoporosis in women at high risk of fractures,
women with previous fractures, or women who experienced
failure with or were intolerant to other forms of osteoporo-
sis treatment. It is not indicated for treatment periods longer
than 2 years. It may be recommended for atypical fractures
caused by bisphosphonate monotherapy.

Evidence for recommending combined or
sequential regimens for treatment of
postmenopausal osteoporosis

Combined therapy

The results of clinical trials of the combination of drugs with
different mechanisms of action, such as antiresorptive agents
(HRT, bisphosphonates, denosumab, and SERMs) and anabolic
agents (teriparatide and PTH1-84), differ depending on the
evaluated associations, although these trials may have accept-
able theoretical arguments from a scientific point of view.
The first double-blind, randomized study with this drug
combination was conducted in 2003 by Black with 238
postmenopausal women (119 using PTH 1-84, 60 using alen-
dronate, and 59 using the combined regimen) for 12 months.
This study concluded that alendronate impaired the anabolic
action of PTH 1-84 when the two drugs were combined.'®4
Opposite results were obtained in a randomized, double-
blind, non-inferiority clinical trial with the combination
of teriparatide and zoledronic acid compared with teri-
paratide monotherapy and zoledronic acid monotherapy in
412 postmenopausal women (average age of 65 + 9 years) with
osteoporosis. After 52 weeks, their respective BMDs increased
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7.5%, 7.0%, and 1.4% in the lumbar spine and 2.3%, 1.1%,
and 2.1%, in the femur. Therefore, teriparatide alone had a
greater vertebral gain than zoledronic acid alone, and the
combination promoted greater vertebral and femoral gains.
However, the study did not have sufficient statistical power
to evaluate fracture outcomes considering the sample size
and treatment period.!"’# Short-term adverse events, includ-
ing nausea, chills, fatigue, fever, arthralgia, myalgia, and
headache, were more common in patients treated with zole-
dronic acid (both combined and isolated regimens) within
the first 3 days of infusion, whereas the events were similar
between the three groups after this period.'*4

Robust data from combination therapy were obtained
in the Denosumab and Teriparatide Administration (DATA)
clinical trial, which also analyzed the effects of the com-
bined regimen. In this initial study, 100 postmenopausal
women with osteoporosis were randomized to receive either
denosumab 60 mg or teriparatide in standard doses or in com-
bination. After 12 months, there was a significant increase in
vertebral BMD in the combined drug group (9.1%) compared
with the teriparatide monotherapy (6.2%) and denosumab
monotherapy (5.5%) groups. Moreover, there was a greater
increase in total femur BMD in the combined drug group
(4.9%) compared with the teriparatide monotherapy (0.7%) and
denosumab monotherapy (2.5%) groups. Therefore, combined
therapy may be useful in patients at high risk of fractures,
although no data are available on the effect of this drug on
fracture reduction.'88

Itis important to note that, to date, the evidence points only
to the benefits of the combined therapy on BMD outcomes and
bone remodeling biochemical markers. However, no data are
available on fracture reduction, adverse events, and costs.

Sequential treatment

Several studies have demonstrated the rapid loss of
BMD after discontinuation of therapy with PTH 1-84 and
teriparatide.!’®417A A study examined the BMD gain in
women undergoing parathyroid hormone therapy followed
by alendronate therapy. After 12 months, there was a sig-
nificant increase in BMD with sequential therapy compared
with monotherapy.''°B Treatment with anabolic agents should
always be followed by bisphosphonates, denosumab, ralox-
ifene, or HRT because these drugs are used for periods of less
than 2 years and there is loss of bone mass, especially in the
lumbar spine shortly after treatment discontinuation.

Recommendation

The lack of studies with outcomes in fracture reduction, safety
data, and the cost of drug combinations for the treatment of
postmenopausal osteoporosis is still unknown and therefore
cannot be recommended by this guideline. Evidence suggests
that the administration of bone resorption inhibitors such
as bisphosphonate after the interruption of teriparatide ther-
apy and with denosumab maintains the benefit of bone mass
gain. In patients at high risk of fractures, including those with
previous or multiple fractures and inadequate responses to
previous treatments, drug combination should be considered.

Importance of the prevention of secondary
fractures

Patients with recent osteoporotic fractures are at high risk for
secondary fractures and usually do not receive guidance and
treatment after the first fracture. Reference services special-
izing in refracture prevention are increasing worldwide and
have shown good results regarding cost-effectiveness, includ-
ing in Brazil,'?0B.121D with the support of the IOF.1??P

Recommendation

The IOF has a training and capacity building program for
services for the prevention of secondary fractures (Capture
the Fracture® (CTF) network; www.capturethefracture.org),
and this program is growing worldwide. Specialized fracture
treatment services should be encouraged to participate.

This study is an updated review (as of March 2017) of the
guidelines for the treatment of postmenopausal osteoporosis.
This study was conducted by the Brazilian Society of Rheu-
matology (Sociedade Brasileira de Reumatologia) with the
collaboration of the Brazilian Medical Association (Associacdo
Médica Brasileira - AMB), the Brazilian Federation of Gyne-
cological Societies and Obstetrics (Federacao Brasileira das
Sociedades de Ginecologia e Obstetricia - FEBRASGO), the
Brazilian Society of Endocrinology and Metabology (Sociedade
Brasileira de Endocrinologia e Metabologia — SBEM), the Brazil-
ian Association of Bone Evaluation and Osteometabolism
(Associacéo Brasileira de Avaliagdo Ossea e Osteometabolismo
- ABRASSO), and the Brazilian Society of Orthopedics and
Traumatology (Sociedade Brasileira de Ortopedia e Trauma-
tologia — SBOT).

Conflicts of interest

The authors declare the following possible conflicts of inter-
est (clinical research, consulting, speaker or others): Sebastido
Cezar Radominski, Amgen, Sanofi, Medley; Ben-Hur Alber-
garia, Amgen, Sanofi, Organon, Eli Lilly, Novartis, Wyeth,
GlaxoSmithKline; Cesar Eduardo Fernandes, Sanofi, Aché,
Charlles H. M. Castro, Sanof, Eli-Lilly, Novartis, Amgen; Cris-
tiano A. F. Zerbini, Amgen, Novartis, Eli Lilly, Sanofi; Diogo
S. Domiciano, Novartis, Aché, Sanofi; Laura M. C. Mendonga,
Eli Lilly, Amgen; Luciano de Melo Pompei, Libbs, FMQ, Aché,
Amgen; Marco Antdnio R. Loures, Amgen; Maria C. O. Celeste
Wender, Sanofi; Marize Lazaretti-Castro, Mantecorp, Aché,
Sandoz, Sanofi, Eli Lilly; Rosa M. R. Pereira, Eli Lilly, EMS,
Amgen; Sérgio Maeda, Aché, Hypermarcas, Sanofi, Eli Lilly;
Vera Lucia Szejnfeld, Mantecorp, Aché, Eli Lilly, Amgen, Sanofi;
Victoria Z. C. Borba, Mantecorp, Aché, Eli Lilly, EMS. The other
authors declare no conflicts of interest.

REFERENCES

1. Kanis JA, Melton L] 3rd, Christiansen C, Johnston CC,
Khaltaev N, Melton LJ. The diagnosis of osteoporosis. ] Bone
Miner Res. 1994;9:1137-41.


http://www.capturethefracture.org/
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0615
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0615
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0615
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0615
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0615
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0615
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0615
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0615
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0615
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0615
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0615
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0615
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0615
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0615
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0615
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0615
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0615
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0615
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0615
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0615
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0615
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0615
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0615
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0615
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0615
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0615
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0615
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0615
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0615
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0615
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0615
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0615

REV BRAS REUMATOL. 2017;57(52):5452-5466

S463

10.

11.

12.

13.

14.

15.

16.

17.

. Kanis JA, On behalf of the WHO Scientific Group.

Assessment of osteoporosis at the primary health-care level.
In: Technical Report. University of Sheffield. UK WHO
Collaborating Centre for Metabolic Bone Diseases. Sheffield:
University of Sheffield; 2007.

. Burge R, Dawson-Hughes B, Solomon DH, Wong JB, King A,

Tosteson A. Incidence and economic burden of
osteoporosis-related fractures in the United States,
2005-2025. ] Bone Miner Res. 2007;22:465-75.

. Orwig DL, Chan ], Magaziner J. Hip fracture and its

consequences: differences between men and women.
Orthop Clin N Am. 2006;37:611-22.

. Cummings SR, Black DM, Nevitt MC, Browner W, Cauley J,

Ensrud K, et al. Bone density at various sites for prediction
of hip fractures. The Study of Osteoporotic Fractures
Research Group. Lancet. 1993;341:72-5.

. Pinheiro MM, Ciconelli RM, Jacques NO, Genaro PS, Martini

LA, Ferraz MB. O impacto da osteoporose no Brasil: dados
regionais das fraturas em homens e mulheres adultos - the
Brazilian Osteoporosis Study (Brazos). Rev Bras Reumatol.
2010;50:113-20.

. Domiciano DS, Machado LG, Lopes JB, Figueiredo CP,

Caparbo VF, Takayama L, et al. Incidence and risk factors for
osteoporotic vertebral fracture in low-income
community-dwelling elderly: a population-based
prospective cohort study in Brazil. The Sdo Paulo Ageing &
Health (SPAH) Study. Osteoporos Int. 2014;25:2805.

. Lopes JB, Fung LK, Cha CC, Gabriel GM, Liliam Takayama L,

Figueiredo CP, et al. The impact of asymptomatic vertebral
fractures on quality of life in older community-dwelling
women: the Sdo Paulo Ageing & Health Study. Clinics.
2012;67:1401-6.

. Pinto Neto AM, Soares A, Urbanetz AA, Souza CAC, Mota AE,

Amaral B, et al. Consenso brasileiro de osteoporose. Rev Bras
Rheumatol. 2002;42:343-54.

Papaioannou A, Morin S, Cheung AM, Atkinson S, Brown JP,
Feldman S, et al. Clinical practice guidelines for the
diagnosis and management of osteoporosis in Canada.
CMAJ. 2010;182:1864-73.

Cosman F, de Beur §J, LeBoff MS, Lewiecki EM, Tanner B,
Randall S, et al. Clinician’s guide to prevention and
treatment of osteoporosis. Osteoporos Int. 2014;25:2359-81.
Chesnut CH 3rd, Bell NH, Clark GS, Drinkwater BL, English
SC, Johnson CC Jr, et al. Hormone replacement therapy in
postmenopausal women: urinary N-telopeptide of type I
collagen monitors therapeutic effect and predicts response
of bone mineral density. Am ] Med. 1997;102:29-37.

Ross PD, Knowlton W. Rapid bone loss is associated with
increased levels of biochemical markers. ] Bone Miner Res.
1998;13:297-302.

Garnero P, Sornay-Rendu E, Duboeuf F, Delmas PD. Markers
of bone turnover predict postmenopausal forearm bone loss
over 4 years: the OFELY study. ] Bone Miner Res.
1999;14:1614-21.

Delmas PD, Munoz F, Black DM, Cosman F, Boonen S, Watts
NB, et al. Effects of yearly zoledronic acid 5mg on bone
turnover markers and relation of PINP with fracture
reduction in postmenopausal women with osteoporosis. |
Bone Miner Res. 2009;24:1544-51.

Eastell R, Christiansen C, Grauer A, Kutilek S, Libanati C,
McClung MR, et al. Effects of denosumab on bone turnover
markers in postmenopausal osteoporosis. ] Bone Miner Res.
2011;26:530-7.

Cheung AM, Tile L, Cardew S, Pruthi S, Robbins ], Tomlinson
G, et al. Bone density and structure in healthy
postmenopausal women treated with exemestane for the
primary prevention of breast cancer. Lancet Oncol.
2002;13:275-84.

18.

19.

20.

21.

22.

23.

24.

25.

26.

27.

28.

29.

30.

31.

32.

33.

34.

Hadji P. Reducing the risk of bone loss associated with
breast cancer treatment. Breast. 2007;16 Suppl. 3:

S10-5.

Finnerty F, Walker-Bone K, Tariq S. Osteoporosis in
postmenopausal woman living with HIV. Maturitas.
2017;95:50-4.

Mirza F, Canalis E. Management of endocrine disease:
secondary osteoporosis - pathophysiology and
management. Eur ] Endocrinol. 2015;173:R131-51.
Robinovitch SN, Inkster L, Maurer J, Warnick B. Strategies for
avoiding hip impact during sideways falls. ] Bone Miner Res.
2003;18:1267-73.

Korpelainen R, Keindnen-Kiukaanniemi S, Heikkinen J,
Vadnanen K, Korpelainen J. Effect of impact exercise on
bone mineral density in elderly women with low BMD: a
population-based randomized controlled 30-month
intervention. Osteoporos Int. 2006;17:109-18.

Gillespie LD, Robertson MC, Gillespie W], Sherrington C,
Gates S, Clemson LM. Interventions for preventing falls in
older people living in the community. Cochrane Database
Syst Rev. 2012:CD007146.

de Kam D, Smulders E, Weerdesteyn V, Smits-Engelsman
BCM. Exercise interventions to reduce fall-related fractures
and their risk factors in individuals with low bone density: a
systematic review of randomized controlled trials.
Osteoporos Int. 2009;20:2111-25.

Teixeira LEPP, Silva KNG, Imoto AM, Teixeira TJP, Kayo AH,
Montenegro-Rodrigues R, et al. Progressive load training for
the quadriceps muscle associated with proprioception
exercises for the prevention of falls in postmenopausal
women with osteoporosis: a randomized controlled trial.
Osteoporos Int. 2010;21:589-96.

Burke TN, Franca FJR, Meneses SRFde, Pereira RMR, Marques
AP. Postural control in elderly women with osteoporosis:
comparison of balance, strengthening and stretching
exercises. A randomized controlled trial. Clin Rehabil.
2012;26:1021-31.

Bergland A, Thorsen H, Karesen R. Effect of exercise on
mobility, balance, and health-related quality of life in
osteoporotic women with a history of vertebral fracture: a
randomized, controlled trial. Osteoporos Int.
2011;22:1863-71.

Ross AC, Manson JE, Abrams SA, Aloia JF, Brannon PM,
Clinton SK, et al. The 2011 report on dietary reference
intakes for calcium and vitamin D from the Institute of
Medicine: what clinicians need to know? J Clin Endocrinol
Metab. 2011;96:53-8.

Dawson-Hughes B, Harris SS, Krall EA, Dallal GE. Effect of
calcium and vitamin D supplementation on bone density in
men and women 65 years of age or older. N Engl ] Med.
1997;337:670-6.

Chapuy MC, Arlot ME, Duboeuf F, Brun J, Crouzet B, Arnaud
S, et al. Vitamin D3 and calcium to prevent hip fractures in
the elderly women. N Engl ] Med. 1992;327:1637-42.

Weaver CM, Alexander DD, Boushey CJ, Dawson-Hughes B,
Lappe JM, LeBoff MS, et al. Calcium plus vitamin D
supplementation and risk of fractures: an updated
meta-analysis from the National Osteoporosis Foundation.
Osteoporos Int. 2016;27:367-76.

Jackson RD, LaCroix AZ, Gass M, Wallace RB, Robbins J, Lewis
CE, et al. Calcium plus vitamin D supplementation and the
risk of fractures. N Engl ] Med. 2006;354:669-83.

Cumming RG, Cummings SR, Nevitt MC, Scott J, Ensrud KE,
Vogt TM, et al. Calcium intake and fracture risk: results from
the study of osteoporotic fractures. Am J Epidemiol.
1997;145:926-34.

Michaelsson K, Melhus H, Warensjo Lemming E, Wolk A,
Byberg L. Long term calcium intake and rates of all cause


http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0620
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0620
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0620
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0620
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0620
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0620
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0620
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0620
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0620
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0620
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0620
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0620
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0620
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0620
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0620
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0620
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0620
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0620
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0620
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0620
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0620
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0620
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0620
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0620
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0620
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0620
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0620
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0620
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0620
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0620
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0620
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0620
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0620
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0620
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0620
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0620
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0620
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0620
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0620
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0620
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0620
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0620
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0620
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0620
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0620
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0620
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0620
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0620
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0620
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0620
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0620
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0620
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0620
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0620
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0620
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0625
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0625
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0625
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0625
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0625
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0625
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0625
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0625
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0625
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0625
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0625
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0625
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0625
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0625
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0625
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0625
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0625
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0625
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0625
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0625
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0625
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0625
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0625
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0625
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0625
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0625
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0625
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0625
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0625
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0625
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0625
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0625
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0625
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0625
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0625
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0625
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0625
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0625
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0625
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0625
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0625
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0625
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0625
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0625
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0625
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0630
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0630
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0630
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0630
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0630
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0630
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0630
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0630
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0630
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0630
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0630
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0630
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0630
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0630
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0630
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0630
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0630
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0630
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0630
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0630
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0630
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0630
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0630
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0630
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0630
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0630
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0630
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0630
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0630
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0630
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0630
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0630
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0635
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0635
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0635
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0635
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0635
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0635
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0635
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0635
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0635
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0635
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0635
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0635
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0635
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0635
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0635
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0635
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0635
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0635
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0635
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0635
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0635
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0635
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0635
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0635
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0635
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0635
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0635
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0635
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0635
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0635
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0635
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0635
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0635
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0635
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0635
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0635
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0635
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0635
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0635
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0635
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0635
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0635
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0635
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0635
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0635
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0635
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0635
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0635
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0635
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0635
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0635
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0635
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0635
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0635
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0635
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0640
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0640
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0640
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0640
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0640
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0640
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0640
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0640
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0640
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0640
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0640
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0640
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0640
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0640
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0640
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0640
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0640
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0640
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0640
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0640
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0640
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0640
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0640
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0640
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0640
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0640
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0640
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0640
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0640
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0640
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0640
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0640
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0640
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0640
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0640
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0640
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0640
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0640
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0640
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0640
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0640
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0640
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0640
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0640
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0640
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0640
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0640
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0640
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0640
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0640
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0640
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0640
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0640
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0640
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0640
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0640
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0640
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0640
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0640
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0640
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0640
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0640
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0645
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0645
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0645
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0645
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0645
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0645
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0645
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0645
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0645
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0645
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0645
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0645
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0645
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0645
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0645
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0645
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0645
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0645
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0645
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0645
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0645
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0645
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0645
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0645
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0645
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0645
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0645
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0645
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0645
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0645
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0645
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0645
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0645
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0645
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0645
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0645
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0645
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0645
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0645
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0645
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0645
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0645
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0645
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0645
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0645
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0645
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0645
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0645
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0645
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0645
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0645
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0645
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0645
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0645
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0645
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0645
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0645
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0645
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0645
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0645
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0645
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0645
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0645
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0645
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0645
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0645
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0645
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0645
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0645
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0645
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0645
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0645
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0645
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0645
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0645
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0645
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0645
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0650
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0650
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0650
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0650
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0650
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0650
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0650
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0650
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0650
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0650
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0650
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0650
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0650
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0650
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0650
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0650
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0650
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0650
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0650
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0650
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0650
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0650
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0650
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0650
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0650
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0650
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0650
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0650
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0650
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0650
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0650
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0650
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0650
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0650
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0650
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0650
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0650
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0650
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0650
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0650
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0650
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0650
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0650
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0650
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0650
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0650
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0650
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0650
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0650
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0650
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0650
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0650
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0650
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0650
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0650
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0650
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0650
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0650
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0650
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0650
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0650
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0655
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0655
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0655
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0655
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0655
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0655
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0655
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0655
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0655
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0655
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0655
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0655
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0655
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0655
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0655
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0655
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0655
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0655
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0655
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0655
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0655
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0655
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0655
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0655
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0655
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0655
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0655
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0655
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0655
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0655
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0655
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0655
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0655
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0655
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0655
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0655
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0660
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0660
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0660
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0660
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0660
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0660
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0660
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0660
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0660
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0660
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0660
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0660
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0660
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0660
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0660
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0660
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0660
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0660
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0660
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0660
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0660
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0660
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0660
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0660
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0660
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0660
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0660
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0660
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0660
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0660
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0660
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0660
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0660
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0660
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0660
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0660
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0660
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0660
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0660
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0660
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0660
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0660
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0660
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0660
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0665
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0665
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0665
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0665
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0665
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0665
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0665
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0665
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0665
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0665
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0665
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0665
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0665
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0665
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0665
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0665
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0665
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0665
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0665
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0665
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0665
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0665
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0665
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0665
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0665
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0665
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0665
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0665
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0665
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0665
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0665
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0665
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0665
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0665
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0665
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0665
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0665
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0665
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0665
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0665
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0665
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0665
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0665
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0670
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0670
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0670
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0670
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0670
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0670
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0670
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0670
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0670
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0670
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0670
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0670
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0670
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0670
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0670
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0670
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0670
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0670
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0670
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0670
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0670
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0670
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0670
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0670
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0670
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0670
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0670
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0670
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0670
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0670
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0670
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0670
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0670
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0670
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0670
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0670
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0670
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0670
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0670
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0670
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0670
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0670
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0670
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0670
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0670
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0670
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0670
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0670
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0670
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0670
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0670
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0670
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0670
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0670
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0670
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0670
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0670
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0670
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0670
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0670
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0670
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0670
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0670
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0670
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0675
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0675
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0675
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0675
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0675
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0675
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0675
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0675
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0675
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0675
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0675
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0675
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0675
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0675
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0675
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0675
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0675
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0675
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0675
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0675
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0675
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0675
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0675
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0675
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0675
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0675
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0675
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0675
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0675
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0680
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0680
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0680
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0680
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0680
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0680
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0680
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0680
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0680
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0680
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0680
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0680
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0680
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0680
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0680
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0680
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0680
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0680
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0680
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0680
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0680
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0680
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0680
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0680
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0680
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0680
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0680
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0680
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0680
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0680
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0680
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0680
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0680
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0680
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0680
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0680
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0680
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0680
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0680
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0680
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0680
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0680
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0680
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0680
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0680
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0685
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0685
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0685
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0685
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0685
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0685
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0685
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0685
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0685
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0685
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0685
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0685
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0685
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0685
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0685
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0685
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0685
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0685
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0685
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0685
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0685
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0685
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0685
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0685
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0685
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0685
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0685
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0685
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0685
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0685
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0685
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0685
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0685
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0685
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0685
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0685
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0685
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0685
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0685
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0685
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0685
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0685
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0685
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0685
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0685
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0685
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0685
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0685
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0685
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0685
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0685
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0685
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0685
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0685
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0685
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0685
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0685
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0685
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0685
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0685
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0685
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0685
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0690
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0690
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0690
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0690
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0690
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0690
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0690
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0690
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0690
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0690
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0690
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0690
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0690
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0690
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0690
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0690
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0690
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0690
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0690
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0690
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0690
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0690
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0690
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0690
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0690
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0690
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0690
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0690
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0690
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0690
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0690
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0690
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0690
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0690
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0690
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0690
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0690
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0690
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0695
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0695
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0695
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0695
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0695
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0695
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0695
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0695
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0695
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0695
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0695
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0695
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0695
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0695
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0695
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0695
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0695
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0695
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0695
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0695
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0695
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0695
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0695
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0695
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0695
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0695
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0695
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0695
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0695
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0695
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0695
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0695
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0695
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0695
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0695
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0695
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0695
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0695
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0695
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0695
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0695
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0695
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0695
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0695
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0695
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0695
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0695
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0695
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0695
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0695
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0695
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0695
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0695
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0695
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0695
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0695
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0700
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0700
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0700
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0700
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0700
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0700
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0700
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0700
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0700
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0700
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0700
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0700
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0700
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0700
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0700
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0700
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0700
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0700
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0700
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0700
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0700
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0700
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0700
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0700
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0705
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0705
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0705
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0705
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0705
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0705
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0705
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0705
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0705
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0705
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0705
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0705
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0705
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0705
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0705
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0705
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0705
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0705
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0705
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0705
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0705
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0705
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0705
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0705
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0705
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0705
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0705
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0710
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0710
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0710
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0710
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0710
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0710
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0710
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0710
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0710
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0710
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0710
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0710
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0710
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0710
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0710
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0710
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0710
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0710
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0710
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0710
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0710
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0710
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0710
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0710
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0710
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0710
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0710
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0710
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0710
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0715
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0715
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0715
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0715
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0715
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0715
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0715
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0715
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0715
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0715
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0715
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0715
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0715
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0715
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0715
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0715
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0715
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0715
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0715
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0715
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0715
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0715
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0715
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0715
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0715
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0715
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0715
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0715
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0715
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0715
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0715
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0715
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0715
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0715
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0715
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0715
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0715
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0715
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0715
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0720
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0720
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0720
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0720
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0720
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0720
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0720
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0720
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0720
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0720
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0720
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0720
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0720
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0720
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0720
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0720
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0720
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0720
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0720
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0720
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0720
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0720
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0720
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0720
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0720
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0720
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0720
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0720
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0720
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0720
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0720
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0720
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0720
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0720
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0720
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0720
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0720
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0720
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0720
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0720
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0720
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0720
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0720
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0720
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0720
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0720
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0720
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0720
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0720
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0720
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0720
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0725
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0725
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0725
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0725
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0725
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0725
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0725
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0725
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0725
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0725
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0725
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0725
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0725
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0725
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0725
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0725
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0725
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0725
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0725
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0725
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0725
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0725
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0725
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0725
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0725
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0725
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0725
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0725
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0725
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0725
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0725
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0725
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0725
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0725
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0725
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0725
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0725
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0725
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0725
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0725
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0725
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0725
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0725
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0730
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0730
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0730
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0730
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0730
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0730
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0730
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0730
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0730
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0730
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0730
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0730
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0730
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0730
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0730
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0730
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0730
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0730
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0730
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0730
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0730
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0730
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0730
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0730
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0730
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0730
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0730
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0730
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0730
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0730
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0730
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0730
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0730
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0730
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0730
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0730
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0730
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0730
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0730
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0730
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0730
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0730
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0730
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0730
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0730
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0730
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0730
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0730
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0730
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0730
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0730
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0730
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0730
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0730
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0730
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0730
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0730
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0730
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0735
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0735
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0735
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0735
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0735
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0735
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0735
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0735
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0735
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0735
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0735
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0735
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0735
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0735
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0735
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0735
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0735
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0735
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0735
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0735
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0735
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0735
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0735
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0735
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0735
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0735
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0735
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0735
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0735
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0735
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0735
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0735
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0735
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0735
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0735
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0735
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0735
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0735
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0735
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0735
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0735
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0735
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0735
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0735
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0735
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0735
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0735
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0735
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0735
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0735
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0735
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0735
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0735
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0735
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0735
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0735
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0735
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0735
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0735
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0735
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0735
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0735
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0735
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0735
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0735
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0735
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0735
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0735
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0735
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0735
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0735
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0735
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0735
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0735
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0735
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0735
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0740
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0740
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0740
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0740
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0740
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0740
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0740
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0740
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0740
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0740
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0740
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0740
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0740
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0740
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0740
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0740
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0740
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0740
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0740
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0740
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0740
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0740
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0740
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0740
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0740
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0740
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0740
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0740
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0740
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0740
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0740
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0740
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0740
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0740
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0740
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0740
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0740
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0740
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0740
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0740
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0740
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0740
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0740
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0740
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0740
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0740
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0740
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0740
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0740
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0740
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0740
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0740
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0740
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0740
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0740
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0740
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0740
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0740
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0740
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0745
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0745
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0745
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0745
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0745
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0745
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0745
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0745
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0745
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0745
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0745
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0745
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0745
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0745
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0745
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0745
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0745
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0745
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0745
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0745
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0745
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0745
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0745
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0745
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0745
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0745
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0745
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0745
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0745
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0745
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0745
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0745
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0745
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0745
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0745
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0745
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0745
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0745
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0745
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0745
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0745
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0745
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0745
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0745
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0745
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0745
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0745
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0745
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0745
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0745
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0745
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0745
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0745
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0750
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0750
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0750
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0750
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0750
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0750
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0750
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0750
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0750
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0750
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0750
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0750
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0750
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0750
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0750
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0750
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0750
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0750
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0750
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0750
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0750
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0750
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0750
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0750
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0750
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0750
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0750
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0750
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0750
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0750
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0750
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0750
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0750
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0750
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0750
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0750
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0750
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0750
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0750
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0750
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0750
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0750
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0750
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0750
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0750
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0750
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0750
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0750
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0750
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0750
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0750
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0750
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0750
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0750
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0750
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0750
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0755
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0755
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0755
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0755
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0755
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0755
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0755
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0755
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0755
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0755
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0755
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0755
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0755
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0755
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0755
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0755
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0755
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0755
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0755
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0755
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0755
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0755
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0755
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0755
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0755
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0755
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0755
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0755
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0755
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0755
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0755
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0755
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0755
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0755
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0755
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0755
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0755
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0755
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0755
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0755
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0755
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0755
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0755
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0755
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0760
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0760
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0760
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0760
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0760
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0760
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0760
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0760
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0760
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0760
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0760
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0760
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0760
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0760
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0760
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0760
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0760
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0760
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0760
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0760
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0760
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0760
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0760
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0760
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0760
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0760
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0760
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0760
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0760
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0760
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0760
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0760
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0760
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0760
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0760
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0760
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0760
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0760
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0760
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0760
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0760
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0760
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0760
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0760
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0760
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0760
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0765
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0765
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0765
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0765
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0765
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0765
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0765
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0765
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0765
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0765
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0765
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0765
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0765
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0765
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0765
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0765
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0765
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0765
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0765
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0765
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0765
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0765
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0765
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0765
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0765
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0765
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0765
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0765
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0765
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0765
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0765
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0765
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0765
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0765
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0765
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0765
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0765
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0765
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0765
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0765
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0765
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0765
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0765
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0765
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0765
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0765
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0765
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0765
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0765
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0765
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0765
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0765
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0765
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0770
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0770
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0770
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0770
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0770
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0770
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0770
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0770
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0770
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0770
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0770
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0770
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0770
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0770
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0770
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0770
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0770
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0770
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0770
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0770
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0770
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0770
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0770
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0770
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0770
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0770
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0770
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0770
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0770
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0770
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0770
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0770
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0770
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0770
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0770
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0770
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0770
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0770
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0770
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0770
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0770
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0775
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0775
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0775
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0775
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0775
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0775
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0775
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0775
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0775
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0775
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0775
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0775
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0775
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0775
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0775
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0775
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0775
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0775
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0775
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0775
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0775
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0775
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0775
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0775
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0775
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0775
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0775
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0775
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0775
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0775
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0775
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0775
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0775
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0775
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0775
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0775
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0775
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0775
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0775
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0775
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0775
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0775
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0775
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0775
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0775
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0780
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0780
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0780
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0780
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0780
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0780
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0780
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0780
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0780
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0780
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0780
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0780
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0780
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0780
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0780
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0780
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0780
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0780
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0780
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0780
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0780
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0780
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0780
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0780
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0780
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0780

S464

REV BRAS REUMATOL.2017;57(S2):5452-S466

35.

36.

37.

38.

39.

40.

41.

42.

43.

44.

45.

46.

47.

48.

49.

50.

and cardiovascular mortality: community based prospective
longitudinal cohort study. BMJ. 2013;346:228.

Bolland MjJ, Grey A, Avenell A, Gamble GD, Reid IR. Calcium
supplements with or without vitamin D and risk of
cardiovascular events: reanalysis of the Women’s Health
Initiative limited access dataset and meta-analysis. BMJ.
2011,;342:d2040.

Bostick RM, Kushi LH, Wu Y, Meyer KA, Sellers TA, Folsom
AR. Relation of calcium, vitamin D, and dairy food intake to
ischemic heart disease mortality among postmenopausal
women. Am ] Epidemiol. 1999;149:151-61.

Lewis JR, Radavelli-Bagatini S, Rejnmark L, Chen JS, Simpson
JM, Lappe JM, et al. The effects of calcium supplementation
on verified coronary heart disease hospitalization and death
in postmenopausal women: a collaborative meta-analysis of
randomized controlled trials. ] Bone Miner Res.
2015;30:165-75.

Anderson JB, Kruszka B, Delaney JAC, Ka He K, Gregory L,
Burke GL. Calcium intake from diet and supplements and
the risk of coronary artery calcification and its progression
among older adults: 10-year follow-up of the Multi-Ethnic
Study of Atherosclerosis (MESA). ] Am Heart Assoc.
2016;5:e003815.

Abrahamsen B. The calcium and vitamin D controversy. Adv
Musculoskelet Dis. 2017;9:107-14.

Pinheiro MM, Schuch NJ, Genaro GS, Ciconelli RM, Ferraz MB,
Martini LA. Nutrient intakes related to osteoporotic
fractures in men and women: the Brazilian Osteoporosis
Study (Brazos). Nutr J. 2009;8:6.

International Osteoporosis Foundation. Available from:
https://www.iofbonehealth.org/calcium-calculatorCalcium.
Weaver CM, Heaney RP, editors. Food sources: calcium in
human health. New York: Humana Press Inc; 2006.

p. 129-42.

Lips P. Vitamin D deficiency and secondary
hyperparathyroidism in the elderly: consequences for bone
loss and fractures and therapeutic implications. Endocr Rev.
2001;22:477-501.

Holick MF. Vitamin D deficiency. N Engl ] Med.
2007;357:266-81.

Holick MF, Siris ES, Binkley N, Beard MK, Khan A, Katzer JT,
et al. Prevalence of vitamin D inadequacy among
postmenopausal North-American women receiving
osteoporosis therapy. ] Clin Endocrinol Metab.
2005;90:3215-24.

LeBoff MS, Hawkes WG, Glowacki J, Yu-Yahiro J, Hurwitz S,
Magaziner J. Vitamin D-deficiency and post-fracture changes
in lower extremity function and falls in women with hip
fractures. Osteoporos Int. 2008;19:1283-90.

Holick MF, Binkley NC, Bischoff-Ferrari HA, Gordon CM,
Hanley DA, Heaney RP, et al. Evaluation, treatment, and
prevention of vitamin D deficiency: an Endocrine Society
clinical practice guideline. ] Clin Endocrinol Metab.
2011;96:1911-30.

Maeda SS, Borba VZC, Camargo MBR, Silva DMW, Borges JLC,
Bandeira F, et al. Recommendations of the Brazilian Society
of Endocrinology and Metabology (SBEM) for the diagnosis
and treatment of hypovitaminosis D. Arch Endocrinol
Metabol. 2014;58:411-33.

LeBlanc E, Chou R, Zakher B, Daeges M, Pappas M. Screening
for Vitamin D Deficiency: Systematic Review for the U.S.
Preventive Services Task Force Recommendation. Rockville,
MD: Agency for Healthcare Research and Quality (US); 2014.
Report No.: 13-05183-EF-1.

Bischoff-Ferrari HA, Willett WC, Wong JB, Giovannucci E,
Dietrich T, Dawson-Hughes B. Fracture prevention with
vitamin D supplementation: a meta-analysis of randomized
controlled trials. JAMA. 2005;293:2257-64.

51

52.

53.

54.

55.

56.

57.

58.

59.

60.

61.

62.

63.

64.

65.

66.

67.

68.

. Bischoff-Ferrari HA, Dawson-Hughes B, Willett WC,
Staehelin HB, Bazemore MG, Zee RY, et al. Effect of vitamin D
on falls: a meta-analysis. JAMA. 2004;291:

1999-2006.

Bischoff-Ferrari HA, Conzelmann M, Stdhelin HB, Dick W,
Carpenter MG, Adkin AL, et al. Is fall prevention by vitamin
D mediated by a change in postural or dynamic balance?
Osteoporos Int. 2006;17:656-63.

Lewiecki EM. Nonresponders to osteoporosis therapy. J Clin
Densitom. 2003;6:307-14.

Adami S, Giannini S, Bianchi G, Sinigaglia L, Di Munno O,
Fiore CE, et al. Vitamin D status and response to treatment
in post-menopausal osteoporosis. Osteoporos Int.
2009;20:239-44.

Sanders KM, Stuart AL, Williamson EJ, Simpson JA, Kotowicz
MA, Young D, et al. Annual high-dose vitamin D, falls, and
fractures in older women: a randomized controlled trial.
JAMA. 2010;303:1815-22.

Bischoff-Ferrari HA, Dawson-Hughes B, Orav EJ, Staehelin
HB, Meyer OW, Theiler R. A monthly high-dose vitamin D
treatment for the prevention of functional decline: a
randomized clinical trial. JAMA Intern Med. 2010;176:175-83.
Gaksch M, Jorde R, Grimnes G, Joakinsem R, Schirmer H,
Willsgaard T, et al. Vitamin D and mortality: individual
participant data meta-analysis of standardized
15-hydroxyvitamin D in 26,916 individuals from a European
consortium. PLOS ONE. 2017;12:e0170791.

Lappe J, Watson P, Travers-Gustafson D, Recker R, Garland C,
Gorham E, et al. Effect of vitamin D and calcium
supplementation on cancer incidence in older women: a
randomized clinical trial. JAMA. 2017;317:1234-43.

Scragg R, Stewart AW, Waayer D, Lawes CM, Toop L, Sluyter J,
et al. Effect of monthly high-dose vitamin D
supplementation on cardiovascular disease in the Vitamin D
Assessment Study: a randomized clinical trial. JAMA Cardiol.
2017, http://dx.doi.org/10.1001/jamacardio.2017.0175.

Kanis JA, McCloskey EV, Johansson H, Strom O, Borgstrom F,
Oden A. Case finding for the management of osteoporosis
with FrAX® -assessment and intervention thresholds for the
UK. Osteoporos Int. 2008;19:1395-408.

Kanis JA, On behalf of the world Health Organization
Scientific Group. Assessment of osteoporosis at the primary
health-care level. Technical Report. Sheffield: University of
Sheffield; 2008.

Zerbini CAF, Szejnfeld VL, Abergaria BH, McCloskey EV,
Johansson H, Kanis JA. Incidence of hip fracture in Brazil
and the development of a FRAX model. Arch Osteoporos.
2015;10:224.

Schwartz AV, Kelsey JL, Maggi S, Tuttleman M, Ho SC,
Jénsson PV, et al. International variation in the incidence of
hip fractures: cross-national project on osteoporosis for the
World Health Organization Program for Research on Aging.
Osteoporos Int. 1999;9:242-53.

Castro da Rocha FA, Ribeiro AR. Low incidence of hip
fractures in an equatorial area. Osteoporos Int.
2003;14:496-9.

Komatsu RS, Ramos LR, Szejnfeld VL. Incidence of proximal
femur fractures in Marilia, Brazil. ] Nutr Health Aging.
2004;8:362-7.

Silveira VA, Medeiros MM, Coelho-Filho JM, Mota RS, Noleto
JCS, Costa FS, et al. Hip fracture incidence in an urban area
in Northeast Brazil. Cad Satude Publica. 2005;21:907-12.
Compston J, Cooper A, Cooper C, Francis R, Kanis JA, Marsh
D, et al. Guidelines for the diagnosis and management of
osteoporosis in postmenopausal women and men from the
age of 50 years in the UK. Maturitas. 2009;62:105-8.
Dawson-Hughes B, Tosteson AN, Melton LJ 3rd, Baim S,
Favus MJ, Khosla S, et al. implications of absolute fracture



http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0780
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0780
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0780
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0780
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0780
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0780
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0780
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0780
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0780
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0780
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0780
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0780
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0780
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0780
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0780
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0780
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0780
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0780
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0780
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0780
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0780
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0780
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0785
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0785
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0785
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0785
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0785
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0785
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0785
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0785
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0785
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0785
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0785
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0785
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0785
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0785
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0785
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0785
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0785
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0785
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0785
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0785
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0785
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0785
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0785
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0785
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0785
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0785
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0785
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0785
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0785
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0785
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0785
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0785
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0785
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0785
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0785
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0785
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0785
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0785
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0785
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0785
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0785
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0785
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0785
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0785
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0785
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0785
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0785
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0785
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0785
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0785
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0785
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0785
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0785
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0785
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0785
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0790
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0790
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0790
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0790
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0790
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0790
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0790
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0790
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0790
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0790
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0790
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0790
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0790
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0790
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0790
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0790
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0790
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0790
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0790
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0790
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0790
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0790
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0790
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0790
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0790
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0790
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0790
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0790
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0790
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0790
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0790
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0790
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0790
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0790
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0790
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0790
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0790
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0790
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0790
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0790
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0790
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0790
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0790
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0790
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0790
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0790
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0790
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0795
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0795
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0795
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0795
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0795
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0795
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0795
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0795
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0795
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0795
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0795
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0795
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0795
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0795
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0795
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0795
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0795
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0795
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0795
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0795
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0795
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0795
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0795
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0795
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0795
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0795
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0795
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0795
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0795
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0795
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0795
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0795
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0795
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0795
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0795
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0795
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0795
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0795
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0795
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0795
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0795
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0795
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0795
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0795
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0795
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0795
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0795
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0795
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0795
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0795
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0795
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0795
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0795
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0795
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0795
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0795
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0795
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0795
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0795
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0795
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0795
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0795
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0800
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0800
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0800
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0800
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0800
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0800
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0800
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0800
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0800
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0800
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0800
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0800
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0800
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0800
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0800
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0800
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0800
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0800
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0800
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0800
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0800
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0800
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0800
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0800
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0800
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0800
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0800
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0800
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0800
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0800
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0800
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0800
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0800
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0800
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0800
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0800
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0800
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0800
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0800
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0800
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0800
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0800
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0800
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0800
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0800
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0800
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0800
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0800
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0800
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0800
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0800
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0800
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0800
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0800
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0800
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0800
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0800
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0800
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0800
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0800
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0800
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0800
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0800
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0800
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0800
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0800
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0805
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0805
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0805
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0805
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0805
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0805
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0805
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0805
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0805
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0805
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0805
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0805
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0805
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0805
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0805
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0805
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0805
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0805
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0805
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0805
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0805
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0810
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0810
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0810
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0810
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0810
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0810
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0810
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0810
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0810
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0810
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0810
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0810
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0810
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0810
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0810
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0810
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0810
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0810
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0810
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0810
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0810
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0810
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0810
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0810
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0810
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0810
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0810
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0810
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0810
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0810
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0810
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0810
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0810
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0810
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0810
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0810
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0810
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0810
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0810
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0810
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0810
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0810
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0810
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0810
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0810
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0810
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0810
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0810
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0810
https://www.iofbonehealth.org/calcium-calculatorCalcium
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0820
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0820
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0820
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0820
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0820
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0820
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0820
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0820
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0820
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0820
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0820
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0820
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0820
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0820
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0820
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0820
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0820
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0820
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0820
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0820
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0820
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0820
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0820
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0820
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0820
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0820
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0820
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0820
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0820
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0820
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0820
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0820
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0825
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0825
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0825
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0825
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0825
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0825
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0825
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0825
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0825
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0825
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0825
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0825
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0825
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0825
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0825
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0825
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0825
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0825
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0825
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0825
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0825
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0825
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0825
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0825
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0825
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0825
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0825
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0825
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0825
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0825
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0825
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0825
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0825
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0825
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0825
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0825
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0825
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0825
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0825
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0830
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0830
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0830
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0830
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0830
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0830
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0830
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0830
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0830
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0830
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0830
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0830
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0830
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0830
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0830
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0830
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0830
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0835
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0835
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0835
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0835
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0835
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0835
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0835
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0835
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0835
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0835
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0835
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0835
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0835
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0835
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0835
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0835
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0835
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0835
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0835
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0835
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0835
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0835
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0835
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0835
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0835
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0835
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0835
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0835
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0835
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0835
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0835
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0835
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0835
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0835
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0835
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0835
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0835
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0835
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0835
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0835
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0835
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0835
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0835
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0835
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0835
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0835
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0835
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0835
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0835
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0835
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0835
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0835
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0835
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0840
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0840
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0840
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0840
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0840
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0840
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0840
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0840
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0840
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0840
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0840
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0840
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0840
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0840
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0840
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0840
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0840
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0840
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0840
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0840
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0840
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0840
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0840
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0840
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0840
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0840
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0840
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0840
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0840
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0840
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0840
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0840
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0840
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0840
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0840
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0840
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0840
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0840
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0840
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0840
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0840
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0840
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0840
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0840
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0840
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0840
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0840
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0840
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0840
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0840
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0840
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0840
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0840
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0840
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0840
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0840
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0840
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0840
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0840
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0840
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0840
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0840
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0845
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0845
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0845
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0845
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0845
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0845
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0845
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0845
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0845
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0845
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0845
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0845
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0845
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0845
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0845
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0845
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0845
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0845
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0845
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0845
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0845
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0845
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0845
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0845
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0845
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0845
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0845
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0845
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0845
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0845
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0845
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0845
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0845
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0845
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0845
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0845
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0845
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0845
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0845
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0845
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0845
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0845
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0845
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0845
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0845
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0845
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0845
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0845
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0845
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0845
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0845
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0845
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0845
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0845
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0845
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0845
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0850
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0850
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0850
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0850
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0850
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0850
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0850
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0850
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0850
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0850
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0850
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0850
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0850
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0850
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0850
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0850
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0850
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0850
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0850
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0850
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0850
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0850
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0850
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0850
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0850
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0850
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0850
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0850
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0850
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0850
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0850
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0850
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0850
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0850
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0850
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0850
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0850
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0850
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0850
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0850
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0850
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0850
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0850
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0850
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0850
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0850
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0850
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0850
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0850
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0850
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0850
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0850
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0850
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0850
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0850
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0850
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0850
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0850
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0855
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0855
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0855
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0855
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0855
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0855
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0855
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0855
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0855
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0855
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0855
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0855
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0855
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0855
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0855
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0855
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0855
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0855
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0855
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0855
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0855
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0855
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0855
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0855
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0855
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0855
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0855
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0855
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0855
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0855
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0855
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0855
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0855
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0855
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0855
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0855
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0855
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0855
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0855
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0855
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0855
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0855
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0855
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0855
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0855
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0855
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0855
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0855
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0855
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0855
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0855
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0855
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0855
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0855
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0855
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0855
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0855
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0855
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0855
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0855
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0855
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0855
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0855
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0855
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0855
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0855
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0860
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0860
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0860
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0860
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0860
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0860
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0860
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0860
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0860
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0860
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0860
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0860
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0860
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0860
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0860
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0860
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0860
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0860
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0860
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0860
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0860
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0860
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0860
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0860
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0860
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0860
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0860
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0860
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0860
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0860
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0860
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0860
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0860
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0860
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0860
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0860
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0860
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0860
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0860
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0860
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0860
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0860
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0860
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0860
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0860
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0860
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0860
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0860
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0860
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0860
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0860
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0865
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0865
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0865
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0865
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0865
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0865
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0865
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0865
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0865
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0865
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0865
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0865
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0865
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0865
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0865
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0865
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0865
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0865
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0865
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0865
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0865
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0865
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0865
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0865
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0865
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0865
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0865
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0865
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0865
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0865
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0865
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0865
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0865
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0865
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0865
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0865
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0865
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0865
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0865
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0865
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0870
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0870
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0870
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0870
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0870
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0870
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0870
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0870
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0870
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0870
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0870
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0870
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0870
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0870
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0870
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0870
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0870
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0870
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0870
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0870
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0870
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0870
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0870
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0870
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0870
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0870
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0870
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0870
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0870
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0870
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0870
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0870
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0870
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0870
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0870
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0870
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0870
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0870
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0870
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0870
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0870
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0870
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0870
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0870
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0870
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0870
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0870
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0870
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0870
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0870
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0870
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0875
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0875
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0875
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0875
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0875
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0875
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0875
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0875
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0875
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0875
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0875
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0875
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0875
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0875
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0875
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0875
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0875
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0875
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0875
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0880
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0880
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0880
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0880
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0880
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0880
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0880
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0880
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0880
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0880
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0880
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0880
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0880
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0880
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0880
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0880
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0880
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0880
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0880
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0880
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0880
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0880
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0880
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0880
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0880
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0880
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0880
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0880
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0880
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0880
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0880
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0880
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0880
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0880
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0880
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0880
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0880
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0880
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0880
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0880
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0880
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0880
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0880
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0880
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0885
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0885
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0885
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0885
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0885
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0885
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0885
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0885
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0885
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0885
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0885
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0885
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0885
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0885
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0885
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0885
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0885
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0885
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0885
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0885
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0885
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0885
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0885
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0885
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0885
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0885
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0885
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0885
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0885
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0885
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0885
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0885
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0885
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0885
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0885
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0885
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0885
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0885
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0885
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0885
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0885
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0885
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0885
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0885
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0885
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0885
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0885
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0890
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0890
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0890
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0890
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0890
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0890
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0890
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0890
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0890
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0890
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0890
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0890
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0890
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0890
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0890
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0890
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0890
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0890
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0890
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0890
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0890
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0890
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0890
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0890
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0890
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0890
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0890
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0890
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0890
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0890
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0890
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0890
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0890
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0890
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0890
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0890
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0890
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0890
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0890
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0890
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0890
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0890
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0890
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0890
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0890
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0890
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0890
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0890
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0890
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0890
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0890
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0890
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0890
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0890
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0895
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0895
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0895
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0895
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0895
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0895
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0895
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0895
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0895
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0895
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0895
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0895
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0895
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0895
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0895
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0895
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0895
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0895
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0895
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0895
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0895
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0895
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0895
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0895
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0895
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0895
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0895
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0895
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0895
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0895
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0895
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0895
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0895
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0895
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0895
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0895
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0895
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0895
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0895
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0895
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0895
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0895
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0895
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0895
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0895
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0895
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0895
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0895
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0895
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0895
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0895
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0895
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0895
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0895
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0895
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0895
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0900
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0900
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0900
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0900
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0900
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0900
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0900
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0900
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0900
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0900
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0900
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0900
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0900
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0900
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0900
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0900
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0900
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0900
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0900
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0900
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0900
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0900
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0900
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0900
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0900
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0900
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0900
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0900
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0900
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0900
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0900
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0900
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0900
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0900
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0900
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0900
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0900
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0900
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0900
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0900
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0900
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0900
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0900
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0900
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0900
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0900
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0900
dx.doi.org/10.1001/jamacardio.2017.0175
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0910
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0910
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0910
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0910
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0910
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0910
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0910
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0910
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0910
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0910
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0910
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0910
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0910
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0910
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0910
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0910
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0910
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0910
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0910
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0910
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0910
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0910
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0910
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0910
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0910
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0910
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0910
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0910
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0910
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0910
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0910
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0910
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0910
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0910
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0910
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0910
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0910
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0910
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0910
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0910
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0910
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0910
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0910
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0910
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0910
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0910
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0910
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0910
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0910
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0910
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0915
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0915
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0915
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0915
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0915
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0915
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0915
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0915
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0915
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0915
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0915
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0915
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0915
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0915
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0915
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0915
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0915
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0915
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0915
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0915
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0915
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0915
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0915
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0915
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0915
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0915
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0915
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0915
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0915
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0915
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0915
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0915
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0915
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0915
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0915
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0915
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0915
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0915
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0915
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0915
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0915
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0915
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0920
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0920
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0920
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0920
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0920
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0920
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0920
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0920
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0920
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0920
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0920
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0920
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0920
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0920
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0920
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0920
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0920
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0920
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0920
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0920
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0920
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0920
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0920
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0920
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0920
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0920
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0920
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0920
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0920
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0920
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0920
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0920
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0920
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0920
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0920
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0920
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0920
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0920
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0920
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0920
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0920
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0920
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0920
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0920
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0925
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0925
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0925
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0925
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0925
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0925
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0925
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0925
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0925
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0925
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0925
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0925
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0925
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0925
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0925
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0925
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0925
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0925
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0925
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0925
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0925
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0925
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0925
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0925
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0925
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0925
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0925
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0925
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0925
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0925
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0925
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0925
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0925
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0925
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0925
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0925
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0925
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0925
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0925
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0925
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0925
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0925
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0925
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0925
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0925
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0925
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0925
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0925
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0925
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0925
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0925
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0925
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0925
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0925
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0925
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0925
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0925
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0925
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0925
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0925
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0925
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0925
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0925
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0925
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0925
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0925
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0925
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0925
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0930
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0930
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0930
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0930
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0930
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0930
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0930
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0930
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0930
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0930
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0930
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0930
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0930
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0930
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0930
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0930
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0930
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0930
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0930
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0930
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0930
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0930
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0930
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0930
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0930
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0930
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0930
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0930
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0930
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0935
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0935
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0935
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0935
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0935
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0935
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0935
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0935
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0935
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0935
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0935
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0935
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0935
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0935
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0935
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0935
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0935
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0935
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0935
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0935
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0935
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0935
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0935
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0935
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0935
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0935
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0935
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0935
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0935
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0935
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0940
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0940
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0940
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0940
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0940
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0940
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0940
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0940
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0940
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0940
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0940
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0940
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0940
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0940
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0940
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0940
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0940
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0940
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0940
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0940
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0940
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0940
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0940
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0940
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0940
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0940
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0940
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0940
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0940
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0940
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0940
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0940
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0940
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0940
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0940
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0940
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0940
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0940
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0940
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0940
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0940
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0940
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0940
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0945
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0945
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0945
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0945
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0945
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0945
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0945
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0945
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0945
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0945
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0945
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0945
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0945
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0945
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0945
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0945
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0945
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0945
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0945
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0945
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0945
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0945
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0945
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0945
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0945
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0945
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0945
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0945
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0945
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0945
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0945
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0945
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0945
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0945
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0945
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0945
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0945
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0945
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0945
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0945
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0945
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0945
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0945
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0945
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0945
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0945
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0945
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0945
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0945
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0945
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0945
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0945
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0945
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0945
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0950
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0950
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0950
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0950
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0950
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0950
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0950
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0950
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0950
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0950
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0950
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0950
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0950
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0950
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0950
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0950
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0950
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0950
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0950
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0950
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0950
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0950
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0950
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0950
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0950
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0950
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0950
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0950
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0950
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0950
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0950
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0950

REV BRAS REUMATOL.2017;57(S2):5452-5466

S465

69.

70.

71.

72.

73.

74.

75.

76.

77.

78.

79.

80.

81.

82.

83.

risk assessment for osteoporosis practice guidelines in the
USA. Osteoporos Int. 2008;19:449-58.

Kurth AA, Pfeilschifter J. Diagnosis and treatment of
postmenopausal osteoporosis and osteoporosis in men.
German Guidelines Update 2006. Orthopade. 2007;36:683-90.
National Osteoporosis Guideline Group. Available from:
www.shef.ac.uk/NOGG/.

Kanis JA, Cooper C, Rizzoli R, Abrahamsen B, Al-Daghri NM,
Brandi ML, et al. Identification and management of patients
at increased risk of osteoporotic fracture: outcomes of an
ESCEO expert consensus meeting. Osteoporos Int. 2017,
http://dx.doi.org/10.1007/s00198-017-4009.

Gourlay ML, Fine JP, Preisser JS, May RC, L1 C, Lui LY, et al.
Bone-density testing interval and transition to osteoporosis
in older women. N Engl ] Med. 2012;366:225-33.

Greenwald MW, Gluck OS, Lang E, Rakov V. Oral hormone
therapy with 17betaestradiol and 17beta-estradiol in
combination with norethindrone acetate in the prevention
of bone loss in early postmenopausal women:
dose-dependent effects. Menopause. 2005;12:741-8.

Wells G, Tugwell P, Shea B, Guyatt G, Peterson ], Zytaruk N,
et al. Meta-analyses of therapies for postmenopausal
osteoporosis V. Meta-analysis of the efficacy of hormone
replacement therapy in treating and preventing osteoporosis
in postmenopausal women. Endocr Rev. 2002;23:529-39.
Cauley JA, Robbins J, Chen Z, Cummings SR, Jackson RD,
LaCroix AZ, et al. Effects of estrogen plus progestin on risk
of fracture and bone mineral density: the Women’s Health
Initiative randomized trial. JAMA. 2003;290:1729-38.

Jackson RD, Wactawski-Wende J, LaCroix AZ, Pettinger M,
Yood RA, Watts NB, et al. Effects of conjugated equine
estrogen on risk of fractures and bmd in postmenopausal
women with hysterectomy: results from the women’s health
initiative randomized trial. ] Bone Miner Res. 2006;21:817-28.
Greendale GA, Espeland M, Slone S, Marcus R,
Barrett-Connor E, PEPI Safety Follow-Up Study (PSFS)
Investigators. Bone mass response to discontinuation of
long-term hormone replacement therapy: results from the
Postmenopausal Estrogen/Progestin Interventions (PEPI)
Safety Follow-up Study. Arch Intern Med. 2002;162:

665-72.

Cushman M, Kuller LH, Prentice R, Rodabough RJ, Psaty BM,
Stafford RS, et al. Estrogen plus progestin and risk of venous
thrombosis. JAMA. 2004;292:1573-80.

Chlebowski RT, Hendrix SL, Langer RD, Stefanick ML, Gass
M, Lane D, et al. Influence of estrogen plus progestin on
breast cancer and mammography in healthy
postmenopausal women: the Women’s health initiative
randomized trial. JAMA. 2003;289:3243-53.

Roelofs AJ, Thompson K, Gordon S, Rogers MJ. Molecular
mechanisms of action of bisphosphonates: status. Clin
Cancer Res. 2006;12 Pt 2:6222s-30s.

Black DM, Cummings SR, Karpf DB, Cauley JA, Thompson
DE, Nevitt MC, et al. Randomised trial of effect of
alendronate on risk of fracture in women with existing
vertebral fractures. Fracture Intervention Trial Research
Group. Lancet. 1996;348:1535-41.

Liberman UA, Weiss SR, Bréll J, Minne HW, Quan H, Bell NH,
et al. Effect of oral alendronate on bone mineral density and
the incidence of fractures in postmenopausal osteoporosis.
The Alendronate Phase III Osteoporosis Treatment Study
Group. N Engl ] Med. 1995;333:1437-43.

Harris ST, Watts NB, Genant HK, McKeever CD, Hangartner T,
Keller M, et al. Effects of risedronate treatment on vertebral
and nonvertebral fractures in women with postmenopausal
osteoporosis: a randomized controlled trial. Vertebral
Efficacy With Risedronate Therapy (VERT) Study Group.
JAMA. 1999;282:1344-52.

84.

85.

86.

87.

88.

89.

90.

91.

92.

93.

94.

95.

96.

97.

98.

99.

McClung MR, Geusens P, Miller PD, Zippel H, Bensen WG,
Roux C, et al. Effect of risedronate on the risk of hip fracture
in elderly women. Hip Intervention Program Study Group. N
Engl ] Med. 2001;344:333-40.

Chesnut CH III, Skag A, Christiansen C, Recker R, Stakkestad
JA, Hoiseth A, et al. Effects of oral ibandronate administered
daily or intermittently on fracture risk in postmenopausal
osteoporosis. ] Bone Miner Res. 2004;19:1241-9.

Black DM, Delmas PD, Eastell R, Reid IR, Boonen S, Cauley JA,
et al. Once yearly zoledronic acid for treatment of
postmenopausal osteoporosis. N Engl ] Med.
2007;356:1809-22.

Adler RA, El-Hajj Fuleihan G, Bauer DC, Camacho PM, Clarke
BL, Clines GA, et al. Managing osteoporosis in patients on
long-term bisphosphonate treatment: report of a task force
of the American Society for Bone and Mineral Research. J
Bone Miner Res. 2016;31:16-35.

Anvisa. Available from: http://www.anvisa.gov.br/datavisa/
fila_bula/frmVisualizarBula.asp?pNuTransacao=
11638012016&pldAnexo=3044443.

Siris ES, Chen Y-T, Abbott TA, Barrett-Connor E, Miller PD,
Wehren LE, et al. Bone mineral density thresholds for
pharmacological intervention to prevent fractures. Arch
Intern Med. 2004;164:1108-12.

Camacho PM, Petak SM, Binkley N, Clarke BL, Harris ST,
Hurley DL, et al. American Association of Clinical
Endocrinologists Medical Guidelines for Clinical Practice for
the diagnosis and treatment of postmenopausal
osteoporosis. Endocr Pract. 2016;22:1111-8.

Felsenberg D, Miller P, Armbrecht G, Wilson K, Schimmer RC,
Papapoulos SE. Oral ibandronate significantly reduces the
risk of vertebral fractures of greater severity after 1, 2, and 3
years in postmenopausal women with osteoporosis. Bone.
2005;37:651-4.

Black DM, Delmas PD, Eastell R, Reid IR, Boonen S, Cauley JA,
et al. Once-yearly zoledronic acid for treatment of
postmenopausal osteoporosis. N Engl ] Med.
2007;356:1809-22.

Black DM, Schwartz AV, Ensrud KE, Cauley JA, Levis S,
Quandt SA, et al. Effects of continuing or stopping
alendronate after 5 years of treatment: the Fracture
Intervention Trial Long-term Extension (FLEX): a
randomized trial. JAMA. 2006;296:2927-38.

Schwartz AV, Bauer DC, Cummings SR, Cauley JA, Ensrud KE,
Palermo L, et al. Efficacy of continued alendronate for
fractures in women with and without prevalent vertebral
fracture: the FLEX trial. ] Bone Miner Res. 2010;25:

976-82.

Black DM, Reid IR, Boonen S, Bucci-Rechtweg C, Cauley JA,
Cosman F, et al. The effect of 3 versus 6 years of zoledronic
acid treatment of osteoporosis: a randomized extension to
the HORIZON-Pivotal Fracture Trial (PFT). ] Bone Miner Res.
2012;27:243-54.

Eastell R, Hannon RA, Wenderoth D, Rodriguez-Moreno J,
Sawicki A. Effect of stopping risedronate after long-term
treatment on bone turnover. ] Clin Endocrinol Metab.
2011;96:3367-73.

Khan AA, Morrison A, Hanley DA, Felsenberg D, McCauley
LK, O'Ryan F, et al. Diagnosis and management of
osteonecrosis of the jaw: a systematic review and
international consensus. ] Bone Miner Res. 2015;30:3-23.
Shane E, Burr D, Abrahamsen B, Adler RA, Brown TD,
Cheung AM, et al. Atypical subtrochanteric and diaphyseal
femoral fractures: second report of a task force of the
American Society for Bone and Mineral Research. ] Bone
Miner Res. 2014;29:1-23.

Watts NB, Diab DL. Long-term use of bisphosphonates in
osteoporosis. ] Clin Endocrinol Metab. 2010;95:1555-65.


http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0950
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0950
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0950
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0950
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0950
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0950
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0950
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0950
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0950
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0950
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0950
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0950
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0950
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0950
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0950
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0950
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0950
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0955
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0955
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0955
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0955
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0955
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0955
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0955
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0955
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0955
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0955
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0955
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0955
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0955
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0955
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0955
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0955
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0955
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0955
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0955
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0955
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0955
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0955
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0955
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0955
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0955
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0955
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0955
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0955
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0955
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0955
http://www.shef.ac.uk/NOGG/
dx.doi.org/10.1007/s00198-017-4009
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0970
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0970
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0970
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0970
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0970
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0970
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0970
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0970
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0970
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0970
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0970
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0970
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0970
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0970
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0970
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0970
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0970
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0970
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0970
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0970
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0970
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0970
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0970
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0970
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0970
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0970
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0970
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0970
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0970
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0970
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0970
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0970
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0970
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0970
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0970
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0970
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0970
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0970
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0970
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0970
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0970
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0970
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0970
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0975
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0975
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0975
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0975
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0975
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0975
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0975
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0975
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0975
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0975
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0975
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0975
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0975
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0975
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0975
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0975
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0975
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0975
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0975
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0975
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0975
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0975
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0975
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0975
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0975
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0975
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0975
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0975
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0975
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0975
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0975
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0975
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0975
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0975
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0975
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0975
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0975
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0975
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0975
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0975
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0975
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0975
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0975
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0975
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0975
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0975
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0975
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0975
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0975
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0975
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0975
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0975
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0975
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0975
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0975
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0975
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0975
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0980
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0980
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0980
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0980
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0980
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0980
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0980
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0980
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0980
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0980
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0980
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0980
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0980
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0980
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0980
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0980
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0980
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0980
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0980
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0980
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0980
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0980
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0980
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0980
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0980
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0980
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0980
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0980
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0980
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0980
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0980
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0980
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0980
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0980
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0980
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0980
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0980
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0980
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0980
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0980
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0980
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0980
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0980
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0980
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0980
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0980
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0980
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0980
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0980
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0980
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0980
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0980
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0980
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0980
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0980
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0980
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0980
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0980
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0980
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0980
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0980
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0980
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0980
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0980
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0980
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0980
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0980
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0980
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0980
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0980
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0980
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0985
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0985
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0985
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0985
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0985
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0985
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0985
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0985
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0985
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0985
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0985
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0985
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0985
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0985
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0985
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0985
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0985
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0985
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0985
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0985
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0985
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0985
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0985
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0985
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0985
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0985
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0985
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0985
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0985
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0985
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0985
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0985
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0985
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0985
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0985
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0985
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0985
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0985
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0985
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0985
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0985
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0985
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0985
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0985
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0985
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0985
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0985
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0985
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0985
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0985
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0985
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0985
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0985
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0985
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0985
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0985
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0985
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0985
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0985
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0990
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0990
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0990
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0990
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0990
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0990
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0990
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0990
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0990
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0990
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0990
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0990
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0990
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0990
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0990
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0990
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0990
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0990
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0990
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0990
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0990
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0990
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0990
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0990
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0990
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0990
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0990
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0990
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0990
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0990
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0990
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0990
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0990
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0990
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0990
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0990
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0990
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0990
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0990
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0990
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0990
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0990
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0990
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0990
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0990
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0990
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0990
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0990
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0990
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0990
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0990
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0990
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0990
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0990
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0990
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0990
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0990
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0990
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0990
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0990
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0990
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0990
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0990
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0990
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0990
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0990
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0990
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0990
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0990
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0990
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0990
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0990
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0990
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0990
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0990
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0995
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0995
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0995
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0995
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0995
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0995
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0995
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0995
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0995
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0995
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0995
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0995
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0995
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0995
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0995
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0995
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0995
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0995
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0995
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0995
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0995
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0995
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0995
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0995
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0995
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0995
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0995
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0995
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0995
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0995
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0995
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0995
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0995
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0995
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0995
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0995
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0995
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0995
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0995
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0995
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0995
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0995
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0995
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0995
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0995
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0995
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0995
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0995
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0995
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0995
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0995
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0995
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0995
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0995
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0995
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0995
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0995
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0995
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0995
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0995
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0995
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0995
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0995
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0995
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0995
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0995
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0995
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0995
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0995
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0995
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0995
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0995
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0995
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0995
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref0995
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1000
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1000
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1000
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1000
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1000
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1000
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1000
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1000
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1000
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1000
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1000
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1000
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1000
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1000
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1000
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1000
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1000
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1000
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1000
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1000
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1000
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1000
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1000
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1000
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1000
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1000
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1000
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1000
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1000
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1000
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1000
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1000
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1000
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1000
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1000
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1000
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1000
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1000
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1000
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1000
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1000
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1005
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1005
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1005
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1005
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1005
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1005
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1005
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1005
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1005
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1005
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1005
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1005
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1005
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1005
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1005
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1005
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1005
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1005
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1005
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1005
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1005
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1005
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1005
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1005
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1005
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1005
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1005
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1005
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1005
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1005
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1005
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1005
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1005
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1005
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1005
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1005
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1005
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1005
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1005
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1005
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1005
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1005
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1005
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1005
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1005
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1005
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1005
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1005
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1005
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1005
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1005
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1005
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1005
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1005
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1005
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1005
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1005
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1005
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1005
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1005
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1005
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1005
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1005
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1005
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1010
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1010
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1010
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1010
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1010
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1010
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1010
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1010
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1010
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1010
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1010
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1010
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1010
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1010
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1010
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1010
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1010
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1010
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1010
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1010
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1010
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1010
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1010
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1010
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1010
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1010
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1010
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1010
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1010
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1010
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1015
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1015
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1015
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1015
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1015
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1015
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1015
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1015
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1015
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1015
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1015
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1015
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1015
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1015
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1015
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1015
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1015
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1015
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1015
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1015
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1015
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1015
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1015
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1015
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1015
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1015
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1015
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1015
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1015
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1015
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1015
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1015
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1015
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1015
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1015
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1015
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1015
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1015
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1015
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1015
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1015
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1015
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1015
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1015
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1015
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1015
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1015
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1015
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1015
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1015
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1015
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1015
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1015
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1015
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1015
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1015
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1015
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1015
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1015
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1015
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1015
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1015
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1015
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1020
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1020
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1020
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1020
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1020
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1020
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1020
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1020
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1020
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1020
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1020
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1020
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1020
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1020
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1020
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1020
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1020
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1020
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1020
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1020
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1020
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1020
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1020
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1020
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1020
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1020
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1020
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1020
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1020
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1020
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1020
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1020
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1020
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1020
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1020
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1020
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1020
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1020
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1020
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1020
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1020
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1020
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1020
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1020
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1020
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1020
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1020
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1020
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1020
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1020
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1020
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1020
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1020
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1020
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1020
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1020
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1020
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1020
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1020
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1020
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1020
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1020
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1025
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1025
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1025
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1025
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1025
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1025
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1025
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1025
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1025
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1025
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1025
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1025
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1025
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1025
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1025
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1025
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1025
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1025
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1025
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1025
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1025
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1025
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1025
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1025
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1025
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1025
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1025
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1025
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1025
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1025
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1025
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1025
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1025
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1025
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1025
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1025
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1025
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1025
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1025
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1025
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1025
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1025
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1025
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1025
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1025
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1025
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1025
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1025
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1025
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1025
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1025
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1025
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1025
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1025
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1025
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1025
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1025
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1025
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1025
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1025
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1025
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1025
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1025
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1025
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1025
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1025
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1025
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1025
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1025
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1025
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1025
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1025
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1025
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1025
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1025
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1025
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1025
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1025
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1025
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1025
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1025
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1025
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1030
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1030
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1030
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1030
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1030
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1030
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1030
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1030
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1030
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1030
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1030
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1030
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1030
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1030
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1030
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1030
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1030
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1030
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1030
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1030
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1030
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1030
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1030
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1030
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1030
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1030
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1030
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1030
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1030
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1030
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1030
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1030
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1030
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1030
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1030
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1030
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1030
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1030
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1030
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1030
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1030
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1030
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1030
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1030
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1030
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1030
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1030
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1030
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1030
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1030
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1030
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1030
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1030
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1035
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1035
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1035
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1035
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1035
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1035
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1035
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1035
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1035
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1035
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1035
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1035
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1035
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1035
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1035
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1035
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1035
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1035
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1035
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1035
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1035
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1035
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1035
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1035
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1035
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1035
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1035
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1035
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1035
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1035
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1035
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1035
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1035
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1035
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1035
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1035
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1035
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1035
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1035
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1035
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1035
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1035
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1035
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1035
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1035
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1035
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1035
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1035
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1040
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1040
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1040
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1040
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1040
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1040
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1040
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1040
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1040
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1040
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1040
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1040
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1040
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1040
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1040
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1040
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1040
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1040
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1040
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1040
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1040
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1040
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1040
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1040
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1040
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1040
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1040
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1040
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1040
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1040
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1040
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1040
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1040
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1040
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1040
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1040
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1040
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1040
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1040
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1040
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1045
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1045
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1045
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1045
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1045
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1045
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1045
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1045
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1045
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1045
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1045
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1045
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1045
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1045
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1045
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1045
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1045
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1045
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1045
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1045
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1045
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1045
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1045
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1045
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1045
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1045
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1045
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1045
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1045
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1045
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1045
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1045
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1045
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1045
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1045
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1045
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1045
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1045
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1045
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1045
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1045
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1045
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1045
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1045
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1045
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1045
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1045
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1045
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1045
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1045
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1045
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1045
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1045
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1045
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1045
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1045
http://www.anvisa.gov.br/datavisa/fila_bula/frmVisualizarBula.asp?pNuTransacao=11638012016&pIdAnexo=3044443
http://www.anvisa.gov.br/datavisa/fila_bula/frmVisualizarBula.asp?pNuTransacao=11638012016&pIdAnexo=3044443
http://www.anvisa.gov.br/datavisa/fila_bula/frmVisualizarBula.asp?pNuTransacao=11638012016&pIdAnexo=3044443
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1055
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1055
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1055
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1055
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1055
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1055
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1055
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1055
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1055
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1055
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1055
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1055
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1055
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1055
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1055
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1055
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1055
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1055
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1055
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1055
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1055
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1055
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1055
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1055
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1055
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1055
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1055
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1055
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1055
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1055
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1055
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1055
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1055
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1055
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1055
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1055
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1055
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1055
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1055
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1055
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1055
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1055
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1055
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1055
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1055
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1055
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1055
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1055
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1055
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1055
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1060
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1060
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1060
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1060
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1060
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1060
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1060
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1060
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1060
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1060
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1060
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1060
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1060
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1060
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1060
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1060
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1060
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1060
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1060
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1060
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1060
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1060
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1060
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1060
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1060
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1060
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1060
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1060
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1060
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1060
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1060
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1060
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1060
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1060
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1060
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1060
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1060
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1060
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1060
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1060
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1060
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1060
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1060
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1060
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1060
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1060
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1060
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1060
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1060
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1060
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1065
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1065
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1065
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1065
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1065
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1065
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1065
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1065
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1065
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1065
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1065
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1065
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1065
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1065
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1065
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1065
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1065
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1065
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1065
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1065
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1065
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1065
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1065
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1065
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1065
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1065
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1065
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1065
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1065
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1065
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1065
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1065
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1065
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1065
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1065
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1065
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1065
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1065
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1065
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1065
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1065
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1065
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1065
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1065
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1065
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1065
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1065
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1065
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1065
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1065
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1065
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1065
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1065
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1065
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1065
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1065
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1065
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1065
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1065
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1065
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1065
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1065
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1065
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1065
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1065
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1070
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1070
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1070
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1070
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1070
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1070
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1070
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1070
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1070
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1070
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1070
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1070
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1070
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1070
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1070
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1070
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1070
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1070
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1070
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1070
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1070
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1070
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1070
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1070
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1070
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1070
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1070
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1070
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1070
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1070
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1070
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1070
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1070
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1070
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1070
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1070
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1070
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1070
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1070
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1075
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1075
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1075
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1075
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1075
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1075
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1075
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1075
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1075
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1075
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1075
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1075
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1075
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1075
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1075
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1075
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1075
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1075
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1075
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1075
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1075
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1075
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1075
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1075
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1075
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1075
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1075
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1075
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1075
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1075
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1075
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1075
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1075
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1075
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1075
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1075
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1075
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1075
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1075
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1075
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1075
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1075
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1075
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1075
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1075
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1075
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1075
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1075
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1075
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1075
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1075
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1075
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1075
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1075
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1075
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1075
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1075
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1075
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1075
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1080
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1080
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1080
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1080
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1080
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1080
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1080
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1080
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1080
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1080
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1080
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1080
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1080
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1080
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1080
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1080
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1080
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1080
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1080
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1080
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1080
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1080
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1080
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1080
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1080
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1080
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1080
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1080
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1080
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1080
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1080
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1080
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1080
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1080
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1080
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1080
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1080
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1080
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1080
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1080
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1080
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1080
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1080
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1080
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1080
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1080
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1080
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1080
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1080
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1080
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1080
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1080
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1080
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1080
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1080
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1080
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1080
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1080
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1080
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1080
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1085
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1085
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1085
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1085
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1085
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1085
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1085
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1085
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1085
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1085
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1085
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1085
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1085
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1085
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1085
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1085
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1085
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1085
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1085
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1085
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1085
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1085
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1085
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1085
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1085
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1085
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1085
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1085
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1085
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1085
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1085
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1085
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1085
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1085
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1085
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1085
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1085
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1085
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1085
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1085
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1085
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1085
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1085
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1085
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1085
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1085
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1085
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1085
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1085
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1085
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1085
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1085
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1085
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1085
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1085
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1085
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1085
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1085
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1085
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1085
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1085
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1085
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1085
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1085
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1090
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1090
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1090
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1090
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1090
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1090
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1090
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1090
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1090
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1090
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1090
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1090
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1090
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1090
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1090
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1090
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1090
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1090
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1090
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1090
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1090
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1090
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1090
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1090
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1090
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1090
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1090
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1090
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1090
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1090
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1090
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1090
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1090
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1090
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1090
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1090
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1090
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1090
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1090
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1090
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1090
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1095
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1095
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1095
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1095
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1095
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1095
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1095
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1095
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1095
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1095
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1095
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1095
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1095
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1095
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1095
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1095
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1095
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1095
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1095
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1095
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1095
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1095
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1095
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1095
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1095
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1095
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1095
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1095
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1095
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1095
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1095
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1095
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1095
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1095
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1095
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1095
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1095
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1095
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1095
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1095
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1095
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1095
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1095
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1095
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1095
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1095
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1095
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1095
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1095
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1095
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1095
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1100
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1100
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1100
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1100
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1100
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1100
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1100
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1100
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1100
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1100
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1100
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1100
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1100
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1100
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1100
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1100
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1100
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1100
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1100
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1100
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1100
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1100
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1100
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1100
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1100
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1100
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1100
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1100
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1100
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1100
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1100
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1100
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1100
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1100
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1100
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1100
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1100
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1100
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1100
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1100
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1100
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1100
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1100
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1100
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1100
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1100
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1100
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1100
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1100
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1100
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1100
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1100
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1100
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1100
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1100
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1100
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1100
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1100
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1100
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1100
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1105
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1105
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1105
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1105
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1105
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1105
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1105
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1105
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1105
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1105
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1105
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1105
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1105
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1105
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1105
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1105
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1105
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1105
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1105
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1105
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1105
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1105
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1105

S466

REV BRAS REUMATOL.2017;57(S2):5452-S466

100.

101.

102.

103.

104.

105.

106.

107.

108.

109.

110.

Caires EL, Bezerra MC, Junqueira AF, Fontenele SM, Andrade
SC, d’Alva CB. Treatment of postmenopausal osteoporosis: a
literature-based algorithm for use in the public health care
system. Rev Bras de Reumatol. 2016,
http://dx.doi.org/10.1016/j.rbr.2016.12.001.

Hanley DA, Adachi JD, Bell A, Brown V. Denosumab:
mechanism of action and clinical outcomes. Int J Clin Pract.
2012;66:1139-46.

Cummings SR, San Martin ], McClung MR, Siris ES, Eastell R,
Reid IR, et al. Denosumab for prevention of fractures in
postmenopausal women with osteoporosis. N Engl ] Med.
2009;361:756-65.

Bone HG, Chapurlat R, Brandi ML, Brown JP, Czerwinski E,
Krieg MA, et al. The effect of three or six years of
denosumab exposure in women with postmenopausal
osteoporosis: results from the FREEDOM extension. J Clin
Endocrinol Metab. 2013;98:4483-92.

Siris N, Pannacciulli PD, Miller PD, Lewiecki EM, Chapurlat R,
Jodar-Gimeno E, et al. Denosumab treatment for 10 years in
postmenopausal women with osteoporosis was associated
with substantially lower fracture incidence relative to their
baseline FRAX-predicted probability [abstract]. Arthritis
Rheumatol. 2016;68 Suppl. 10. Available from:
http://acrabstracts.org/abstract/denosumab-treatment-for-
10-years-in-postmenopausal-women-with-osteoporosis-
was-associated-with-substantially-lower-fracture-incidence
-relative-to-their-baseline-frax-predicted-probability/.
Jamal SA, Ljunggren O, Stehman-Breen C, Cummings SR,
McClung MR, Goemaere S, et al. Effects of denosumab on
fracture and bone mineral density by level of kidney
function. ] Bone Miner Res. 2011;26:1829-35.

Brown Prince RL, Deal C, Recker RR, Kiel DP, de Gregorio LH.
Comparison of the effect of denosumab and alendronate on
BMD and biochemical markers of bone turnover in
postmenopausal women with low bone mass: a randomized,
blinded, phase 3 trial. ] Bone Miner Res. 2009;24:153-61.
Kendler DL, Roux C, Benhamou CL, Brown JP, Lillestol M,
Siddhanti S, et al. Effects of denosumab on bone mineral
density and bone turnover in postmenopausal women
transitioning from alendronate therapy. ] Bone Miner Res.
2010;25:72-8.

McClung MR, Wagman RB, Miller PD, Wang A, Lewiecki EM.
Observations following discontinuation of long-term
denosumab therapy. Osteoporos Int. 2017;28:1723-32.

Hol T, Cox MB, Bryant HU, Draper MW. Selective estrogen
receptor modulators and postmenopausal women'’s health. J
Womens Health. 1997;6:523-31.

Ettinger B, Black DM, Mitlak BH, Knickerbocker RK,
Nickelsen T, Genant HK, et al. Reduction of vertebral
fracture risk in postmenopausal women with osteoporosis

111.

112.

113.

114.

115.

116.

117.

118.

119.

120.

121.

122.

treated with raloxifene: results from a 3-year randomized
clinical trial. Multiple outcomes of raloxifene evaluation
(MORE) Investigators. JAMA. 1999;282:637-45.

Vogel VG, Costantino JP, Wickerham DL, Cronin WM,
Cecchini RS, Atkins JN, et al. Effects of tamoxifen vs
raloxifene on the risk of developing invasivebreast cancer
and other disease outcomes: the NSABP Study of Tamoxifen
and Raloxifene (STAR) P-2 trial. JAMA. 2006;295:2727-41.
FORTEO® (for-TAY-o0) teriparatide (rDNA origin) injection.
Available from: https://www.fda.gov/downloads/drugs/./
ucm088604.pdf 2013.

Neer RM, Arnaud CD, Zanchetta JR, Prince R, Gaich GA,
Reginster JY, et al. Effect of parathyroid hormone (1-34) on
fractures and bone mineral density in postmenopausal
women with osteoporosis. N Engl ] Med. 2001;344:

1434-41.

Lindsay R, Scheele WH, Neer R, Pohl G, Adami S, Mautalen C,
et al. Sustained vertebral fracture risk reduction after
withdrawal of teriparatide in postmenopausal women with
osteoporosis. Arch Intern Med. 2004;164:2024-30.

Rizzoli R, Kraenzlin M, Krieg MA, Mellinghoff HU, Lamy O,
Lippuner K. Indications to teriparatide treatment in patients
with osteoporosis. Swiss Med Wkly. 2011;141:w13297.

Black DM, Greenspan SL, Ensrud KE, Palermo L, McGowan
JA, Lang TF, et al. The effects of parathyroid hormone and
alendronate alone or in combination in postmenopausal
osteoporosis. N Engl ] Med. 2003;349:1207-15.

Cosman F, Eriksen EF, Recknor C, Miller PD, Guanabens N,
Kasperk C, et al. Effects of intravenous zoledronic acid plus
subcutaneous teriparatide [rhPTH(1-34)] in postmenopausal
osteoporosis. ] Bone Miner Res. 2011;26:503-11.

Tsai]N, Uihlein AV, Lee H, Kumbhani R, Siwila-Sackman E,
McKay EA, et al. Teriparatide and denosumab, alone or
combined, in women with postmenopausal osteoporosis:
the DATA study randomised trial. Lancet. 2013;382:

50-6.

Black DM, Bilezikian JP, Ensrud KE, Greenspan SL, Palermo L,
Hue T, et al. One year of alendronate after one year of
parathyroid hormone (1-84) for osteoporosis. N Engl ] Med.
2005;353:555-65.

Yates Chauchard M-A, Liew D, Bucknill A, Wark JD. Bridging
the osteoporosis treatment gap: performance and
cost-effectiveness of a fracture a fracture liaison service. J
Clin Densitom. 2015;18:150-6.

Stolnicki B, Oliveira LG. For the first fracture to be the last.
Rev Bras Ortop. 2016;51:121-6.

International Osteoporosis Foundation. The Capture the
Fracture® (CTF) network. Available from:
www.capturethefracture.org.


dx.doi.org/10.1016/j.rbr.2016.12.001
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1115
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1115
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1115
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1115
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1115
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1115
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1115
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1115
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1115
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1115
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1115
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1115
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1115
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1115
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1115
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1115
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1115
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1115
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1115
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1115
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1115
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1115
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1115
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1115
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1115
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1115
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1115
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1115
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1115
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1115
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1115
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1115
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1120
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1120
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1120
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1120
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1120
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1120
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1120
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1120
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1120
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1120
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1120
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1120
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1120
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1120
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1120
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1120
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1120
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1120
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1120
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1120
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1120
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1120
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1120
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1120
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1120
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1120
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1120
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1120
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1120
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1120
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1120
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1120
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1120
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1120
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1120
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1120
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1120
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1120
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1120
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1120
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1120
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1120
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1125
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1125
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1125
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1125
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1125
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1125
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1125
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1125
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1125
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1125
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1125
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1125
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1125
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1125
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1125
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1125
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1125
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1125
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1125
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1125
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1125
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1125
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1125
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1125
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1125
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1125
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1125
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1125
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1125
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1125
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1125
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1125
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1125
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1125
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1125
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1125
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1125
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1125
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1125
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1125
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1125
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1125
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1125
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1125
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1125
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1125
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1125
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1125
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1125
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1125
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1125
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1125
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1125
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1125
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1125
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1125
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1125
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1125
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1125
http://acrabstracts.org/abstract/denosumab-treatment-for-10-years-in-postmenopausal-women-with-osteoporosis-was-associated-with-substantially-lower-fracture-incidence-relative-to-their-baseline-frax-predicted-probability/
http://acrabstracts.org/abstract/denosumab-treatment-for-10-years-in-postmenopausal-women-with-osteoporosis-was-associated-with-substantially-lower-fracture-incidence-relative-to-their-baseline-frax-predicted-probability/
http://acrabstracts.org/abstract/denosumab-treatment-for-10-years-in-postmenopausal-women-with-osteoporosis-was-associated-with-substantially-lower-fracture-incidence-relative-to-their-baseline-frax-predicted-probability/
http://acrabstracts.org/abstract/denosumab-treatment-for-10-years-in-postmenopausal-women-with-osteoporosis-was-associated-with-substantially-lower-fracture-incidence-relative-to-their-baseline-frax-predicted-probability/
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1135
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1135
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1135
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1135
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1135
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1135
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1135
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1135
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1135
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1135
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1135
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1135
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1135
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1135
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1135
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1135
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1135
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1135
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1135
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1135
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1135
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1135
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1135
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1135
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1135
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1135
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1135
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1135
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1135
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1135
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1135
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1135
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1135
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1135
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1135
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1135
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1135
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1135
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1135
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1135
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1135
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1135
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1135
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1135
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1135
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1135
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1135
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1135
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1140
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1140
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1140
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1140
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1140
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1140
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1140
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1140
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1140
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1140
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1140
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1140
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1140
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1140
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1140
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1140
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1140
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1140
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1140
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1140
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1140
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1140
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1140
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1140
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1140
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1140
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1140
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1140
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1140
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1140
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1140
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1140
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1140
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1140
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1140
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1140
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1140
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1140
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1140
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1140
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1140
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1140
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1140
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1140
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1140
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1140
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1140
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1140
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1140
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1140
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1140
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1140
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1140
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1140
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1140
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1140
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1140
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1140
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1140
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1140
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1140
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1140
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1140
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1145
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1145
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1145
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1145
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1145
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1145
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1145
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1145
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1145
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1145
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1145
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1145
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1145
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1145
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1145
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1145
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1145
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1145
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1145
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1145
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1145
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1145
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1145
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1145
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1145
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1145
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1145
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1145
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1145
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1145
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1145
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1145
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1145
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1145
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1145
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1145
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1145
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1145
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1145
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1145
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1145
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1145
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1145
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1145
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1145
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1145
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1145
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1145
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1145
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1145
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1145
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1145
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1145
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1145
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1150
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1150
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1150
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1150
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1150
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1150
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1150
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1150
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1150
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1150
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1150
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1150
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1150
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1150
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1150
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1150
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1150
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1150
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1150
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1150
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1150
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1150
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1150
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1150
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1150
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1150
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1150
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1150
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1150
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1150
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1150
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1150
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1150
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1150
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1150
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1150
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1150
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1155
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1155
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1155
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1155
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1155
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1155
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1155
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1155
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1155
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1155
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1155
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1155
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1155
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1155
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1155
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1155
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1155
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1155
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1155
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1155
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1155
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1155
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1155
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1155
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1155
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1155
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1155
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1155
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1155
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1155
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1155
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1155
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1155
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1155
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1155
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1155
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1155
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1155
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1155
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1155
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1160
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1160
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1160
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1160
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1160
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1160
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1160
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1160
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1160
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1160
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1160
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1160
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1160
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1160
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1160
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1160
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1160
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1160
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1160
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1160
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1160
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1160
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1160
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1160
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1160
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1160
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1160
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1160
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1160
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1160
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1160
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1160
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1160
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1160
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1160
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1160
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1160
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1160
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1160
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1160
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1160
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1160
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1160
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1160
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1160
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1160
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1160
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1160
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1160
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1160
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1160
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1160
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1160
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1160
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1160
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1160
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1160
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1160
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1160
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1160
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1160
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1160
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1160
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1160
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1160
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1160
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1160
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1160
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1160
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1160
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1160
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1160
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1160
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1160
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1165
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1165
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1165
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1165
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1165
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1165
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1165
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1165
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1165
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1165
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1165
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1165
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1165
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1165
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1165
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1165
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1165
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1165
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1165
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1165
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1165
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1165
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1165
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1165
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1165
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1165
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1165
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1165
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1165
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1165
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1165
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1165
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1165
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1165
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1165
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1165
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1165
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1165
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1165
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1165
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1165
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1165
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1165
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1165
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1165
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1165
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1165
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1165
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1165
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1165
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1165
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1165
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1165
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1165
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1165
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1165
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1165
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1165
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1165
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1165
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1165
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1165
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1165
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1165
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1165
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1165
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1165
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1165
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1165
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1165
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1165
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1165
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1165
https://www.fda.gov/downloads/drugs/ucm088604.pdf 2013
https://www.fda.gov/downloads/drugs/ucm088604.pdf 2013
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1175
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1175
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1175
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1175
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1175
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1175
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1175
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1175
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1175
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1175
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1175
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1175
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1175
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1175
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1175
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1175
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1175
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1175
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1175
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1175
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1175
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1175
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1175
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1175
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1175
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1175
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1175
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1175
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1175
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1175
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1175
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1175
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1175
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1175
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1175
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1175
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1175
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1175
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1175
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1175
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1175
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1175
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1175
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1175
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1175
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1175
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1175
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1175
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1175
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1175
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1175
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1175
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1180
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1180
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1180
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1180
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1180
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1180
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1180
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1180
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1180
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1180
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1180
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1180
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1180
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1180
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1180
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1180
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1180
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1180
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1180
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1180
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1180
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1180
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1180
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1180
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1180
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1180
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1180
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1180
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1180
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1180
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1180
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1180
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1180
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1180
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1180
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1180
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1180
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1180
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1180
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1180
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1180
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1180
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1180
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1180
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1180
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1180
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1180
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1180
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1180
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1180
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1180
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1180
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1180
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1185
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1185
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1185
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1185
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1185
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1185
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1185
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1185
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1185
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1185
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1185
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1185
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1185
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1185
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1185
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1185
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1185
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1185
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1185
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1185
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1185
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1185
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1185
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1185
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1185
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1185
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1185
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1185
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1185
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1185
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1185
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1185
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1185
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1185
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1190
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1190
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1190
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1190
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1190
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1190
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1190
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1190
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1190
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1190
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1190
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1190
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1190
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1190
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1190
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1190
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1190
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1190
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1190
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1190
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1190
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1190
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1190
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1190
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1190
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1190
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1190
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1190
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1190
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1190
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1190
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1190
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1190
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1190
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1190
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1190
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1190
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1190
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1190
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1190
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1190
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1190
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1190
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1190
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1190
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1190
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1190
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1195
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1195
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1195
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1195
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1195
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1195
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1195
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1195
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1195
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1195
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1195
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1195
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1195
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1195
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1195
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1195
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1195
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1195
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1195
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1195
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1195
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1195
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1195
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1195
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1195
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1195
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1195
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1195
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1195
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1195
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1195
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1195
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1195
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1195
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1195
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1195
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1195
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1195
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1195
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1195
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1195
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1195
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1195
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1195
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1195
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1195
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1195
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1200
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1200
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1200
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1200
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1200
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1200
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1200
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1200
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1200
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1200
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1200
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1200
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1200
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1200
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1200
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1200
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1200
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1200
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1200
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1200
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1200
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1200
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1200
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1200
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1200
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1200
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1200
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1200
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1200
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1200
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1200
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1200
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1200
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1200
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1200
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1200
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1200
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1200
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1200
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1200
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1200
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1200
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1200
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1200
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1200
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1200
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1200
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1200
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1200
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1200
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1200
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1200
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1205
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1205
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1205
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1205
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1205
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1205
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1205
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1205
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1205
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1205
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1205
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1205
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1205
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1205
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1205
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1205
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1205
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1205
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1205
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1205
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1205
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1205
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1205
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1205
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1205
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1205
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1205
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1205
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1205
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1205
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1205
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1205
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1205
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1205
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1205
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1205
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1205
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1205
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1205
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1205
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1205
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1205
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1205
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1205
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1205
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1205
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1210
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1210
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1210
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1210
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1210
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1210
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1210
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1210
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1210
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1210
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1210
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1210
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1210
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1210
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1210
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1210
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1210
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1210
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1210
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1210
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1210
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1210
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1210
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1210
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1210
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1210
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1210
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1210
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1210
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1210
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1210
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1210
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1210
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1210
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1210
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1210
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1210
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1210
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1210
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1210
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1210
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1210
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1210
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1210
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1210
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1210
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1210
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1210
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1210
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1215
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1215
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1215
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1215
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1215
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1215
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1215
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1215
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1215
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1215
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1215
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1215
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1215
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1215
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1215
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1215
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1215
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1215
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1215
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1215
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1215
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1215
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1215
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1215
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1215
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1215
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1215
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1215
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1215
http://refhub.elsevier.com/S2255-5021(17)30047-0/sbref1215
http://www.capturethefracture.org/

	Brazilian guidelines for the diagnosis and treatment of postmenopausal osteoporosis
	Introduction
	Risk factors for postmenopausal osteoporosis and fractures
	Recommendation

	Non-pharmacological treatment of postmenopausal osteoporosis
	Evidence of the effectiveness of physical exercise in reducing the risk of falls and improving the quality of life of post...
	Recommendation

	Evidence for the efficacy of calcium intake in the prevention and treatment of postmenopausal osteoporosis
	Recommendation

	Recommendations for the use of vitamin D in the treatment of postmenopausal osteoporosis
	Recommendation

	Pharmacological treatment of postmenopausal osteoporosis
	Indication of pharmacological treatment for women with postmenopausal osteoporosis
	Recommendation
	What is the recommended interval to repeat the Bone Densitometry test?

	Evidence for recommending the use of hormone therapy in postmenopausal women to reduce the risk of fractures
	Recommendation

	Evidence for recommending the use of bisphosphonates (alendronate, risedronate, ibandronate, and zoledronic acid) in postm...
	Prolonged use of bisphosphonates
	Recommendation

	Evidence for the use of denosumab in the treatment of osteoporosis in postmenopausal women
	Recommendation

	Recommendation of raloxifene to postmenopausal women diagnosed with osteoporosis
	Recommendation

	Efficacy and safety of teriparatide in the treatment of postmenopausal osteoporosis
	Recommendation

	Evidence for recommending combined or sequential regimens for treatment of postmenopausal osteoporosis
	Combined therapy
	Sequential treatment
	Recommendation

	Importance of the prevention of secondary fractures
	Recommendation

	Conflicts of interest
	References


