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Introduction: Medically unexplained symptoms are defined as physical symptoms that have
been present for several weeks and that an adequate medical evaluation has not revealed
any disease that explains them; when these symptoms become persistent, they lead to
comprehensive clinical investigations and multiple interventions. These patients have a
greater or at least comparable commitment to physical functioning, mental health, and
negative health perception than patients with multiple chronic medical conditions; have
significantly more stressful life events (psychological, physical and/or sexual abuse) and are
more likely to meet diagnostic criteria for anxiety and depression.

Objective: To characterise sociodemographic and psychiatric characteristics of a group of
patients identified in primary care with medically unexplained symptoms.

Methodology: A descriptive, cross-sectional study with patients from 18 to 70 years old who
were given PHQ-15, PHQ-9 and PHQ for anxiety, and a survey designed for the study.
Results: 36 patients were analysed, 94.4% women, median age 45 [RIC, 20] years-old, 33.3%
married, 91.7% had children. 55% had severe functional somatic symptoms, 77.8% had one
or more functional somatic disorders, and 77.7% had clinically relevant affective or anxiety
symptoms. 25% of the patients reported a history of child abuse, 41.7% were mistreated by
a partner, and 41.6% were victims of the Colombian armed conflict.

Conclusions: The main finding of this study was that 8 out of 10 patients met crite-
ria for a functional somatic disorder with great symptomatic severity and three out
of ten patients met criteria for two functional disorders, most of these patients
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without other basic medical diseases. In addition, we found a high prevalence of exposure
to different types of violence that these patients have been subjected to throughout their

life.
© 2017 Asociaciéon Colombiana de Psiquiatria. Published by Elsevier Espaiia, S.L.U. All
rights reserved.

Caracterizacion sociodemografica y clinica psiquiatrica de pacientes con
sintomas médicamente inexplicables en una institucién prestadora de
salud de Medellin (Colombia)

RESUMEN

Introduccién: Se define como sintoma médicamente inexplicado los sintomas fisicos de
varias semanas de duracién cuya adecuada evaluacién médica no revele alguna enfermedad
que los explique; cuando estos sintomas se tornan persistentes, llevan a exploraciones clini-
cas exhaustivas y multiples intervenciones. Estos pacientes tienen un deterioro mayor, o al
menos comparable en cuanto a funcionamiento fisico, salud mental y percepcién negativa
de su salud, que los pacientes con multiples enfermedades médicas crdnicas; tienen signi-
ficativamente mads eventos estresantes vitales (abuso psicolégico, fisico y/o sexual) y mas
probabilidades de cumplir criterios diagnésticos de ansiedad y depresion.
Objetivo: Caracterizar sociodemografica y psiquidtricamente un grupo de pacientes identi-
ficados en atencién primaria con sintomas médicamente inexplicados.
Meétodos: Estudio descriptivo transversal de pacientes de 18-70 afios, a quienes se aplicé el
PHQ-15, el PHQ-9 y el PHQ para ansiedad y una encuesta disena para la investigacion.
Resultados: Se analizé a 36 pacientes, el 94,4% mujeres, con una mediana de edad de 45
[20] afios; el 33,3% de ellas estaban casadas y el 91,7% tenia hijos. El 55% tenia sintomas
somaticos funcionales graves, el 77,8% tenia 1 o mas trastornos somaticos funcionales y el
77,7% presentaba sintomas afectivos o ansiosos de relevancia clinica. E1 25% de los pacientes
reportaron antecedente de maltrato en la infancia; el 41,7%, maltrato de pareja, y el 41,6%
habia sido victima del conflicto armado colombiano.
Conclusiones: El principal hallazgo de este estudio fue que cerca de 8 de cada 10 pacientes
cumplian criterios de un trastorno somatico funcional con gran intensidad sintomatica, y
cerca de 3 de cada 10 pacientes cumplian criterios de 2 trastornos funcionales, la mayoria
de estos pacientes sin otras enfermedades médicas de base. Ademas, en estos pacientes se
encontr6 alta prevalencia de exposicién a diferentes tipos de violencia a lo largo de la vida.
© 2017 Asociacién Colombiana de Psiquiatria. Publicado por Elsevier Espana, S.L.U.
Todos los derechos reservados.

Introduction

visits to the primary care doctor, multiple remissions, an
increase in the performance and repetition of diagnostic tests
(including invasive procedures) and an increase in costly

Medically unexplained symptoms are defined as physical
symptoms that have been present for several weeks, where
an adequate medical evaluation has not revealed any dis-
ease that explains them."? The symptoms are often presented
in primary care (corresponding to approximately 50% of
consultations).”* Many patients present a single somatic
symptom, such as headaches, lumbago or nausea. Others
present a functional syndrome characterised by a constella-
tion of somatic symptoms, such as irritable bowel syndrome
or fibromyalgia.’

Most medically unexplained symptoms are transitory and
self-limiting, but when they become persistent, they lead to
comprehensive clinical investigations that entail repeated

treatments and prolonged hospital stays.”®

Patients with extensive somatisation have a greater or
at least comparable deterioration in terms of physical func-
tioning, mental health and negative health perception than
patients with multiple chronic medical conditions.® These
patients are primarily young adults,” women?* and those
with a low level of education? and have significantly more
stressful life events (psychological, physical and/or sexual
abuse)?’ and are more likely to meet diagnostic criteria for
anxiety and depression.?*’

The objective of this study was to characterise a group of
patients with medically unexplained symptoms in a primary
care setting in Medellin, Colombia.
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25,000 patients registered with the
facility

Patients with medically unexplained
symptoms, identified by family doctors
at the facility, who meet the

inclusion criteria

v
57 patients |

21 patients excluded due to:

Dementia (3)

Active suicidal ideation (4)
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History of borderline | (5)
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(6) Intellectual disability (1)

v
36 patients |

Fig. 1 - Flow diagram of sample selection.

Methods

A descriptive, cross-sectional study in a reference population
of 25,000 adults registered with a primary care facility in the
city of Medellin, which uses the family health system, wherein
family doctors know the family groups allocated to them well;
members of the family group are cared for in the event of ill-
ness and through various promotion and preventive services;
if they need specialised assessments or studies, patients are
referred and the family doctor is always keptinformed of what
is happening with the patient.

The study population is made up of those patients
with medical symptoms without adequate medical expla-
nation according to the primary care staff of said facility.
Sample selection was non-probabilistic, being based on
the patients identified over the 20 months of sample col-
lection who agreed to participate. The inclusion criteria
were: literate native Spanish speakers between 18 and
70 years of age. The exclusion criteria were: presence of
confusional symptoms compatible with dementia and/or
delirium, presence of psychotic symptoms, active suicidal
ideation, history of moderate to severe intellectual disabil-
ity, history of schizophrenia, history of bipolar II disorder,
addiction-like pattern of alcohol use and addiction like-
pattern of use of illegal substances. During follow-up, no
patient received a new clinical diagnosis that fully or
partially explained the “medically unexplained” symptoms
(Fig. 1).

The variables included were: age, gender, education, mar-
ital status, place of residence, employment, religion, number
of children, questions relating to depression, anxiety, func-
tional somatic symptoms and life events. The survey was
self-administered and consisted of 42 questions.

Measuring instruments

The Patient Health Questionnaire (PHQ) is a diagnostic tool
for mental health disorders used by health professional
who require short and simple instruments for patients. It
is based on the PRIME-MD interview developed by Spitzer
et al.,® and aims to screen for 12 mental health disorders.
The same authors later developed the PHQ. The PHQ is a
self-administered version of the PRIME-MD and includes the
modules for depression, anxiety, alcohol, somatic symptom
disorders and eating disorders from the PRIME-MD. Each ques-
tion is scored from zero to two. The overall score is obtained
by adding together the subscales.

PHQ-9

The PHQ-9 is a self-administered subscale derived from the
PHQ, which screens for major depression with a sensitivity
of 92% and specificity of 89% and is validated in Spanish for
Chile, Argentina and Colombia.’" It consists of nine items
that assess the presence of depressive symptoms (correspond-
ing to the DSM-IV criteria) in the last two weeks.'?

PHQ-15

The PHQ-15 subscale screens for 15 somatic symptoms
that occur in around 90% of physical symptoms commonly
reported by patients attending consultations.®** It is a val-
idated tool that has been used in more than 40 studies in
various countries and cultures'4; it is validated in Spanish’3.
The PHQ-15 score is between 0 and 30 points, classifying
somatic symptoms as: minimal (0-4), mild (5-9), moderate
(10-14) and severe (15-30)."* The sensitivity and specificity of
the PHQ-15 in primary care are 78% and 71%, respectively.'®

GAD-7

The GAD-7 subscale was developed to diagnose generalised
anxiety and has been validated in 2740 patients in primary
care. It has a sensitivity of 89% and a specificity of 82%. It
screens for three anxiety diagnoses: panic disorder (sensi-
tivity: 74%,; specificity: 81%), social anxiety (sensitivity: 72%;
specificity: 80%) and post-traumatic stress (sensitivity: 66%;
specificity: 81%). It contains seven questions scored from zero
to three (never, some days and almost all days, respectively)
with an overall score between 0 and 21. The cut-off points
for anxiety symptoms are 5 (mild), 10 (moderate) and 15
(severe).’0”

A pilot study was conducted in four patients to determine
the time required to complete each survey and to ensure
that the language of the questions was straightforward. To
minimise possible information biases, it was verified that the
survey was completed in full and each participant was given
assistance with doubts that arose while completing it. Patient
privacy while responding to the survey was ensured by asking
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accompanying persons to leave while they completed it. An
epidemiologist with experience handling such information
reviewed the database.

Descriptive analyses were carried out for the sociodemo-
graphic variables, tests of normality were performed for age,
and measures of summary and dispersion were obtained.
The SPSS® version 21.0 software package (SPSS Inc., Chicago,
Illinois, USA) was used with a licence to analyse the data.
This research is classified as “without risk” under article 11
of Resolution 008430 of 1993. Written informed consent was
requested from the participants. The confidentiality of the
information analysed was guaranteed at all times.

Results

Thirty-six patients were included. The majority were women
(94.4%). The mean age was 45 [20] years. The majority were
married (33.3%) and had children (91.7%), technical education
(27.8%) and were in work (61.1%) (Table 1).

Medical conditions

Some 61% of the patients had no diagnosed medical condition.
Of the patients with underlying conditions, 27.8% had dyslipi-
daemia; 13.9% type 2 diabetes mellitus and thyroid problems;
8.3% lung problems; 5.6% hypertension and 2.8% chronic
kidney disease. No patient had cardiovascular or rheumatic
diseases, cancer or HIV infection.

Somatic symptoms

The patients were questioned about 15 somatic symptoms and
asked to rate them according to the intensity of the symptom,
as never, a little or a lot, using the PHQ-15 scale. The symptoms
with greatest somatic intensity were tiredness and low energy
(66.7%), pain in the arms, legs and joints (66.7%), headache and
back pain (55.6%) and problems sleeping (50.0%), among others
(Fig. 2).

For most patients (55.0%), the symptoms were severe
according to the PHQ-15 scale (Fig. 3).

Functional disorder

Functional disorders were present in 77.8% of patients.
Regarding the number of functional disorders, 27.8% stated
that they had two disorders and 22.2% only one disorder; 22.2%
said they had no functional disorders (Fig. 4).

The most prevalent functional disorders were migraine
(47.2%) and gastritis (38.9%). No patient had dysautonomia

(Fig. 5).

History of child abuse and other types of violence
throughout life

Some 25% of patients admitted having been victims of abuse
in childhood. This child abuse was psychological in nature in
100% of cases, physical in 88.8% and sexual in 33.3% (Fig. 5).
41.7% stated that they had been abused by a partner. This
abuse was psychological in 100% of cases, physical in 80%

Table 1 - Sociodemographic characteristics of the study
population.

Gender
Male 2 (5.6)
Female 43 (94.4)

Age (years) 45 [20]; 46.28 £11.53

Marital status

Single 7 (19.4)
Married 12 (33.3)
Cohabiting 6(16.7)
Widowed 4(11.2)
Separated/divorced 7 (19.4)
Has children
Yes 33 (91.7)
No 3(8.3)
Number of children
1 9 (33.3)
2 14 (38.9)
>3 10 (27.8)
Academic studies
Primary incomplete 2 (5.6)
Primary complete 3(8.3)
Secondary incomplete 8(13.9)
Secondary complete 9 (25.0)
Technical incomplete 4(11.2)
Technical complete 10 (27.8)
In work
Yes 22 (61.1)
No 1(2.8)
Housewife 4(11.1)
Retired 9 (25.0)
Religion
Catholic 29 (80.6)
Christian 6(16.7)
Pentecostal 1(2.8)
Monthly income
No income 3(8.8)
<66 USD 3(8.8)
66-165 USD 9 (26.5)
166-332 USD 4(11.8)
333-665 USD 10 (29.4)
>665 USD 5 (14.7)

Vales expressed as n (%); median
mean + standard deviation.

[interquartile range];

and sexual in 20% of cases. Regarding domestic violence,
38.9% stated that they had suffered it and 44.4% of patients
stated that a relative living with them consumed psychoactive
substances such as alcohol and drugs. Regarding the armed
conflict in Colombia, 19.4% stated that they had been a direct
victim, 22.2% had been indirect victims and 58.3% had not
been victims (Fig. 6).

Depressive, anxiety and panic-related symptoms
according to the PHQ scale

The PHQ scale was used for depressive symptoms and symp-
toms of anxiety and panic, revealing that 30.6% had depressive
symptoms, 36.1% symptoms of panic and 33.3% symptoms of
anxiety.
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m None mA little m A lot |

Problems sleeping
Tiredness or low energy
Nausea, wind or indigestion
Constipation or diarrhoea
Sexual problems or pain
Shortness of breath
Palpitations
Fainting
Dizziness
Chest pain

Headache 0
Menstrual pain
Pain in the arms, legs and joints
Back pain

Stomach pain

Fig. 2 - Intensity of somatic symptoms reported by the study population.

55.6

27.8

Mild Moderate Severe

Fig. 3 - Percentage distribution of the severity of functional
somatic symptoms reported by the study population.

Discussion

This study sociodemographically and clinically characterises
36 patients identified in primary care with medically

unexplained symptoms. The principal finding of this study is
that around 8 out of 10 patients meet criteria for a functional
somatic disorder with high symptom intensity, and around 3
out of 10 meet criteria for two functional disorders; most of
these patients had no other underlying medical conditions.
According to Kroenke,'® a quarter of patients with medically
unexplained symptoms suffer from severe somatic symptoms
and between half and two-thirds have two or more functional
disorders, which is in keeping with our findings.

The other very important finding is the high prevalence
of different types of violence to which these patients have
been subjected throughout their lives. Numerous studies in
recent decades>’-'°3! have signalled traumatic events as an
important factor associated with the presence of medically
unexplained symptoms; however, most of these studies have
focussed almost exclusively on child sex abuse. In our study,
the “traumatic” context was expanded to include three of the
four forms of child abuse (psychological, physical and sexual),
abuse by a partner, domestic violence and armed conflict. All
of these forms of violence were present in a high proportion in
the patients, expanding the range of traumatic events in the
context of medically unexplained symptoms.

Different prevalences of child abuse have been reported in
patients with somatisation. In one study, Morrison®® found
that 55% of patients with somatisation reported having expe-
rienced sexual abuse prior to 18 years of age. The figures for



REV COLOMB PSIQUIAT.2019;48(2):72-79 77

Number of functional disorders

5 5.6%
4 8.3%
| 11.1%

N

'y

Fig. 4 — Proportion of patients with one or more functional disorders.

medically unexplained symptoms in patients who have been
victims of child sex abuse are not yet clear from the literature.

Abuse by a partner, which can include physical, emotional,
sexual and financial abuse as well as control of contracep-
tion or pregnancy, more often affects women>?; however, the
literature does not specify its association with medically unex-
plained symptoms.

With regard to the patients’ gender, we found a higher
proportion of women than that reported by other authors.
Steinbrecher et al.* had a proportion of 7/10, whereas in our
study it was 9/10.

The level of education of these patients—often low accord-
ing to previous studies’—differs from that found in our study,
which fell between completed technical studies and lower sec-
ondary education, higher than the national average, as only
3.9% of the population has technical qualifications.>*

Finally, with regard to demographics, a higher proportion
of young patients has been reported.* This also differs from

I n

Prevalence

27.8 27.8

our results, which found a group of adults up to 65 years of
age.

Regarding emotional symptoms and symptoms of anxi-
ety, 77.7% of patients with medically unexplained symptoms
presented clinically relevant emotional and anxiety symp-
toms; this association has been described in a number of
studies, with prevalences varying depending on the method
used.*>34736 In our study, one in every three patients had clini-
cally significant depressive symptoms or symptoms of anxiety
or panic. This finding is particularly important at it indi-
cates that, although there is significant comorbidity between
emotional and anxiety symptoms and medically unexplained
symptoms, the latter are not a somatic manifestation of the
former, as would be the case in masked depression.3*3¢

This study has the following limitations: (a) given its cross-
sectional methodology, it is not possible to consider a causal
relationship between the variables studied and the presence of
medically unexplained symptoms; (b) the results are based on

of functional disorders%

||Chron|c fatigue [ Dysautonomia |

[Migraine ] | Irrltableéar%\ével | Pelvic pain
Chronic gastritis

Fibromyalgia

Interstitial cystitis

Figure 5 - Prevalence of functional disorders according to the PHQ-15.
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conflict

History of abuse
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Fig. 6 - History of abuse by a partner and proportion by
type of abuse.

a survey and may be influenced by possible memory biases; (c)
given the sensitive nature of the questions, it is possible that
the participants did not provide reliable information; (d) the
number of patients was small and they were selected based on
convenience, which limits generalisation of the results; and (e)
the instruments used to screen for psychological symptoms
in this study allowed specific psychological symptoms to be
screened for with a certain level of sensitivity and specificity,
whereas the reference standard for psychiatric diagnosis is
the structured psychiatric interview, which must be taken into
account by the reader.

In spite of these limitations, this study offers valuable infor-
mation on medically unexplained symptoms in the context of
primary care. Moreover, it is our opinion that this study can
be used to generate hypotheses for future studies exploring
other types of violence in patients with medically unexplained
symptoms, especially in the primary care setting, which is
where these patients frequently seek care.

In conclusion, this study establishes that patients with
medically unexplained symptoms have significant psychoso-
cial and mental health situations that can be closely linked
to the medically unexplained symptoms; because of this,
the traditional medical approach of primary care, wherein
psychosocial aspects are of little interest, can fall short. An
understanding of each patient as a whole and indivisible per-
son can therefore be useful in light of such symptoms.

Ethical disclosures

Protection of people and animals. The authors state that the
procedures followed conformed to the ethical standards of the
responsible committee on human experimentation and to the
World Medical Association and the Declaration of Helsinki.

Data confidentiality. The authors declare that they have fol-
lowed the protocols implemented in their place of work
regarding the publication of patient data.

Right to privacy and informed consent. The authors have
obtained the informed consent of the patients and/or subjects
referred to in the article. This document is in the possession
of the corresponding author.

Conlflicts of interest
The authors declare that they have no conflicts of interest.

REFERENCES

1. Hartman TO, Blankenstein N, Molenaar B, van den Berg D, van
der Horst H, Arnold I., et al. NHG guideline on medically
unexplained symptoms (MUS). Huisarts Wet. 2003;56:
222-30.

2. Isaac ML, Paauw DS. Medically unexplained symptoms. Med
Clin North Am. 2014;98:663-72.

3. Van der Sluijs JVE, Ten Have M, Rijnders C, Van Marwijk H, De
Graaf R, Van der Feltz-Cornelis C. Medically unexplained and
explained physical symptoms in the general population:
association with prevalent and incident mental disorders.
PLoS ONE. 2015;10:e0123274.

4. Steinbrecher N, Koerber S, Frieser D, Hiller W. The prevalence
of medically unexplained symptoms in primary care.
Psychosomatics. 2011;52:263-71.

5. Roelofs K, Spinhoven P. Trauma and medically unexplained
symptoms: towards an integration of cognitive and
neuro-biological accounts. Clin Psychol Rev. 2007;27:

720-98.

6. Barsky AJ, Orav EJ, Bates DW. Somatization increases medical
utilization and costs independent of psychiatric and medical
comorbidity. Arch Gen Psychiatry. 2005;62:903-10.

7. Katon W, Sullivan M, Walker E. Medical symptoms without
identified pathology: relationship to psychiatric disorders,
childhood and adult trauma, and personality traits. Ann
Intern Med. 2001;134:917-25.

8. Spitzer RL, Kroenke K, Williams JB, Patient Health
Questionnaire Primary Care Study Group. Validation and
utility of a self-report version of PRIME-MD: the PHQ primary
care study. JAMA. 1999;282:1737-44.

9. Baader T, Molina JL, Venezian S, Rojas C, Farias R,
Fierro-Freixenet C, et al. Validacién y utilidad de la encuesta
PHQ-9 (Patient Health Questionnaire) en el diagndstico de
depresién en pacientes usuarios de atencién primaria en
Chile. Rev Chile Neuro-Psiquiatr. 2012;50:10-22.

10. Montenegro MB, Kilstein JG. Utilidad del PHQ-9 en el
diagnoéstico de trastorno depresivo en una sala de Clinica
Médica. IntraMed J. 2017;6:12.

11. Cassiani-Miranda CA, Vargas-Hernandez MC, Pérez-Anibal E,
Herazo-Bustos MI, Hernandez-Carrillo M. Reliability and
dimensionality of PHQ-9 in screening depression symptoms
among health science students in Cartagena, 2014.
Biomédica. 2017;37:112-20.

12. Léwe B, Kroenke K, Herzog W, Grafe K. Measuring depression
outcome with a brief self-report instrument: sensitivity to
change of the Patient Health Questionnaire (PHQ-9). ] Afect
Disord. 2004;81:61-6.


http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0185
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0185
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0185
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0185
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0185
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0185
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0185
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0185
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0185
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0185
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0185
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0185
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0185
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0185
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0185
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0185
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0185
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0185
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0185
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0185
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0185
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0185
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0185
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0185
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0185
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0185
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0185
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0185
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0185
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0185
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0185
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0185
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0185
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0185
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0185
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0185
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0185
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0185
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0185
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0185
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0185
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0185
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0190
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0190
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0190
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0190
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0190
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0190
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0190
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0190
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0190
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0190
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0190
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0190
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0190
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0190
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0190
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0190
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0190
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0190
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0195
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0195
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0195
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0195
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0195
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0195
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0195
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0195
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0195
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0195
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0195
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0195
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0195
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0195
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0195
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0195
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0195
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0195
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0195
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0195
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0195
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0195
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0195
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0195
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0195
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0195
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0195
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0195
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0195
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0195
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0195
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0195
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0195
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0195
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0195
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0195
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0195
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0195
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0195
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0195
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0195
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0195
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0195
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0195
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0195
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0195
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0195
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0195
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0195
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0195
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0195
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0195
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0195
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0195
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0195
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0195
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0195
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0200
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0200
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0200
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0200
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0200
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0200
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0200
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0200
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0200
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0200
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0200
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0200
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0200
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0200
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0200
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0200
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0200
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0200
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0200
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0200
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0200
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0200
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0200
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0200
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0200
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0200
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0200
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0200
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0200
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0200
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0200
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0200
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0200
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0200
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0200
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0200
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0200
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0200
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0205
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0205
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0205
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0205
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0205
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0205
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0205
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0205
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0205
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0205
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0205
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0205
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0205
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0205
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0205
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0205
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0205
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0205
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0205
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0205
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0205
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0205
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0205
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0205
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0205
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0205
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0205
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0205
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0205
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0205
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0205
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0205
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0205
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0205
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0205
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0205
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0205
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0205
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0205
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0205
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0205
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0205
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0205
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0205
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0205
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0210
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0210
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0210
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0210
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0210
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0210
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0210
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0210
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0210
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0210
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0210
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0210
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0210
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0210
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0210
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0210
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0210
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0210
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0210
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0210
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0210
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0210
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0210
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0210
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0210
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0210
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0210
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0210
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0210
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0210
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0210
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0210
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0210
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0210
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0210
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0210
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0210
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0210
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0210
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0210
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0215
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0215
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0215
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0215
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0215
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0215
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0215
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0215
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0215
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0215
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0215
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0215
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0215
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0215
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0215
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0215
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0215
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0215
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0215
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0215
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0215
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0215
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0215
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0215
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0215
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0215
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0215
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0215
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0215
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0215
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0215
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0215
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0215
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0215
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0215
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0215
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0215
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0215
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0215
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0220
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0220
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0220
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0220
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0220
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0220
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0220
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0220
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0220
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0220
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0220
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0220
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0220
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0220
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0220
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0220
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0220
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0220
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0220
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0220
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0220
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0220
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0220
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0220
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0220
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0220
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0220
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0220
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0220
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0220
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0220
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0220
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0220
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0220
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0220
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0220
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0220
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0220
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0220
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0220
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0220
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0220
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0220
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0220
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0220
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0220
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0220
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0220
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0220
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0220
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0225
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0225
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0225
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0225
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0225
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0225
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0225
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0225
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0225
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0225
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0225
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0225
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0225
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0225
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0225
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0225
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0225
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0225
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0225
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0225
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0225
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0225
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0225
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0225
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0225
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0225
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0225
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0225
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0225
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0225
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0225
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0225
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0225
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0225
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0225
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0225
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0225
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0225
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0225
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0225
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0225
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0225
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0225
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0225
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0225
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0225
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0225
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0225
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0225
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0225
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0225
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0225
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0225
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0225
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0225
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0225
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0225
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0225
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0225
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0225
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0225
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0230
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0230
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0230
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0230
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0230
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0230
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0230
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0230
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0230
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0230
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0230
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0230
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0230
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0230
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0230
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0230
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0230
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0230
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0230
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0230
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0230
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0230
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0230
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0230
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0230
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0230
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0230
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0230
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0230
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0230
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0230
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0230
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0230
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0230
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0235
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0235
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0235
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0235
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0235
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0235
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0235
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0235
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0235
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0235
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0235
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0235
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0235
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0235
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0235
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0235
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0235
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0235
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0235
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0235
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0235
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0235
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0235
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0235
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0235
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0235
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0235
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0235
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0235
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0235
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0235
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0235
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0235
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0235
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0235
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0235
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0235
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0235
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0235
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0235
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0235
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0235
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0235
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0240
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0240
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0240
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0240
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0240
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0240
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0240
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0240
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0240
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0240
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0240
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0240
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0240
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0240
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0240
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0240
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0240
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0240
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0240
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0240
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0240
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0240
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0240
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0240
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0240
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0240
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0240
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0240
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0240
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0240
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0240
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0240
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0240
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0240
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0240
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0240
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0240
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0240
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0240
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0240
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0240
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0240
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0240
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0240
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0240
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0240

REV COLOMB PSIQUIAT.2019;48(2):72-79

79

13.

14.

15.

16.

17.

18.

19.

20.

21.

22.

23.

24.

25.

Kroenke K, Spitzer RL, Williams JB. The PHQ-15: validity of a
new measure for evaluating the severity of somatic
symptoms. Psychosom Med. 2002;64:258-66.

Kroenke K, Spitzer RL, Williams JB, Lowe B. The patient health
questionnaire somatic, anxiety, and depressive symptom
scales: a systematic review. Gen Hosp Psychiatry.
2010;32:345-59.

Van Ravesteijn H, Wittkampf K, Lucassen P, van de Lisdonk E,
van den Hoogen H, van Weert H, et al. Detecting somatoform
disorders in primary care with the PHQ-15. Ann Fam Med.
2009;7:232-8.

Spitzer RL, Kroenke K, Williams JB, Lowe B. A brief measure
for assessing generalized anxiety disorder: the GAD-7. Arch
Intern Med. 2006;166:1092-7.

Kroenke K, Spitzer RL, Williams JB, Monahan PO, Lowe B.
Anxiety disorders in primary care: prevalence, impairment,
comorbidity, and detection. Arch Intern Med. 2007;146:317-25.
Kroenke K. Somatoform disorders and recent diagnostic
controversies. Psychiatr Clin North Am. 2007;30:593-619.
Parris WC, Jamison RN. Chronic pain in adults with a history
of childhood sexual abuse. ] Tennessee Med Assoc.
1985;78:493-5.

Rimsza ME, Berg RA, Locke C. Sexual abuse: somatic and
emotional reactions. Child Abuse Neglect. 1988;12:201-8.
Drossman DA, Leserman J, Nachman G, Li Z, Gluck H, Toomey
TC, et al. Sexual and physical abuse in women with
functional or organic gastrointestinal disorders. Ann Intern
Med. 1990;113:828-33.

Walker EA, Katon WJ, Hansom J, Harrop-Griffiths J, Holm L,
Jones ML, et al. Medical and psychiatric symptoms in women
with childhood sexual abuse. Psychosom Med.
1982;54:658-64.

Drossman DA, Talley NJ, Leserman J, Olden KW, Barreiro MA.
Sexual and physical abuse and gastrointestinal illness: review
and recommendations. Arch Intern Med. 1995;123:782-94.
Taylor ML, Trotter DR, Csuka ME. The prevalence of sexual
abuse in women with fibromyalgia. Arthritis Rheum.
1995;38:229-34.

Boisset-Pioro MH, Esdaile JM, Fitzcharles MA. Sexual and
physical abuse in women with fibromyalgia syndrome.
Arthritis Rheum. 1995;38:235-41.

27.

28.

29.

30.

31.

32.

33.

34.

35.

. Hulme PA. Symptomatology and health care utilization of

women primary care patients who experienced childhood
sexual abuse. Child Abuse Neglect. 2000;24:1471-84.

Sack M, Lahmann C, Jaeger B, Henningsen P. Trauma
prevalence and somatoform symptoms: are there specific
somatoform symptoms related to traumatic experiences? J
Nerv Mental Dis. 2007;195:928-33.

Paras ML, Murad MH, Chen LP, Goranson EN, Sattler AL,
Colbenson KM, et al. Sexual abuse and lifetime diagnosis of
somatic disorders: a systematic review and meta-analysis.
JAMA. 2009;302:550-61.

Ezzati M, Lopez AD, Rodgers A, Murray CJ. Comparative
quantification of health risks. Global and regional burden of
disease attributable to selected major risk factors Geneva.
World Health Organization; 2004. p. 1987-97.

Morrison J. Childhood sexual histories of women with
somatization disorder. Am J Psychiatry. 1989;146:239.
Norman RE, Byambaa M, De R, Butchart A, Scott ], Vos T. The
long-term health consequences of child physical abuse,
emotional abuse, and neglect: a systematic review and
meta-analysis. PLoS Med. 2012;9:e1001349.

Breiding MJ. Prevalence and characteristics of sexual violence,
stalking, and intimate partner violence
victimization—National Intimate Partner and Sexual Violence
Survey, United States, 2011. Morb Mort Wkly Rep. 2014;63:1.
Ministerio de Educacién de Colombia. Avaiable from:
http://www.mineducacion.gov.co/cvn/1665/article-99519.html
[accessed 04.04.17].

Henningsen P, Zimmermann T, Sattel H. Medically
unexplained physical symptoms, anxiety, and depression: a
meta-analytic review. Psychosom Med. 2003;65:528-33.
Hoedeman R, Krol B, Blankenstein N, Koopmans PC,
Groothoff JW. Severe MUPS in a sick-listed population: a
cross-sectional study on prevalence, recognition, psychiatric
co-morbidity and impairment. BMC Public Health. 2009;9:440.

. De Waal MW, Arnold IA, Eekhof JA, Van Hemert AM.

Somatoform disorders in general practice: prevalence,
functional limitations and comorbidity with anxiety and
depression. Br ] Psychiatry. 2004;184:470-6.


http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0245
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0245
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0245
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0245
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0245
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0245
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0245
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0245
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0245
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0245
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0245
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0245
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0245
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0245
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0245
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0245
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0245
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0245
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0245
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0245
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0245
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0245
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0245
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0245
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0245
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0245
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0245
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0245
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0245
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0245
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0245
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0245
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0245
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0245
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0245
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0245
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0250
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0250
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0250
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0250
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0250
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0250
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0250
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0250
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0250
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0250
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0250
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0250
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0250
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0250
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0250
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0250
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0250
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0250
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0250
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0250
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0250
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0250
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0250
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0250
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0250
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0250
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0250
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0250
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0250
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0250
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0250
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0250
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0250
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0250
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0250
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0250
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0250
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0250
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0250
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0250
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0250
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0250
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0250
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0250
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0250
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0255
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0255
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0255
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0255
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0255
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0255
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0255
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0255
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0255
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0255
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0255
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0255
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0255
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0255
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0255
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0255
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0255
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0255
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0255
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0255
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0255
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0255
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0255
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0255
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0255
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0255
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0255
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0255
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0255
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0255
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0255
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0255
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0255
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0255
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0255
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0255
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0255
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0255
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0255
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0255
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0255
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0255
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0255
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0255
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0255
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0255
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0255
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0255
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0255
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0255
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0260
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0260
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0260
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0260
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0260
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0260
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0260
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0260
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0260
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0260
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0260
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0260
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0260
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0260
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0260
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0260
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0260
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0260
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0260
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0260
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0260
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0260
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0260
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0260
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0260
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0260
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0260
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0260
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0260
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0260
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0260
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0260
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0260
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0260
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0260
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0265
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0265
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0265
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0265
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0265
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0265
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0265
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0265
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0265
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0265
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0265
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0265
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0265
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0265
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0265
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0265
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0265
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0265
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0265
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0265
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0265
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0265
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0265
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0265
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0265
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0265
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0265
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0265
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0265
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0265
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0265
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0265
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0265
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0265
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0265
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0265
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0265
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0265
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0265
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0265
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0265
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0265
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0270
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0270
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0270
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0270
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0270
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0270
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0270
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0270
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0270
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0270
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0270
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0270
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0270
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0270
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0270
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0270
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0270
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0270
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0270
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0270
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0270
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0270
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0270
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0275
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0275
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0275
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0275
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0275
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0275
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0275
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0275
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0275
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0275
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0275
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0275
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0275
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0275
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0275
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0275
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0275
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0275
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0275
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0275
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0275
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0275
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0275
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0275
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0275
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0275
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0275
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0275
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0275
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0275
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0275
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0275
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0280
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0280
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0280
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0280
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0280
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0280
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0280
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0280
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0280
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0280
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0280
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0280
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0280
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0280
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0280
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0280
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0280
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0280
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0280
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0280
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0280
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0280
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0280
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0280
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0285
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0285
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0285
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0285
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0285
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0285
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0285
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0285
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0285
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0285
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0285
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0285
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0285
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0285
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0285
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0285
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0285
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0285
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0285
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0285
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0285
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0285
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0285
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0285
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0285
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0285
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0285
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0285
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0285
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0285
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0285
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0285
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0285
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0285
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0285
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0285
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0285
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0285
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0285
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0285
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0285
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0285
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0285
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0285
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0285
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0285
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0285
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0285
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0285
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0290
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0290
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0290
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0290
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0290
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0290
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0290
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0290
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0290
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0290
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0290
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0290
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0290
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0290
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0290
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0290
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0290
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0290
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0290
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0290
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0290
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0290
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0290
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0290
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0290
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0290
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0290
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0290
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0290
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0290
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0290
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0290
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0290
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0290
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0290
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0290
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0290
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0290
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0290
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0290
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0290
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0290
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0295
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0295
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0295
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0295
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0295
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0295
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0295
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0295
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0295
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0295
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0295
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0295
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0295
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0295
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0295
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0295
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0295
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0295
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0295
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0295
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0295
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0295
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0295
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0295
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0295
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0295
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0295
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0295
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0295
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0295
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0295
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0295
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0295
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0295
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0295
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0295
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0295
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0295
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0295
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0295
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0295
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0295
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0295
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0295
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0295
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0295
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0300
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0300
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0300
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0300
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0300
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0300
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0300
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0300
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0300
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0300
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0300
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0300
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0300
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0300
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0300
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0300
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0300
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0300
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0300
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0300
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0300
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0300
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0300
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0300
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0300
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0300
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0300
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0300
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0300
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0300
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0300
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0300
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0300
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0300
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0305
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0305
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0305
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0305
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0305
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0305
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0305
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0305
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0305
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0305
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0305
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0305
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0305
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0305
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0305
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0305
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0305
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0305
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0305
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0305
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0305
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0305
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0305
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0305
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0305
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0305
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0305
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0305
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0305
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0305
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0305
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0305
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0305
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0310
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0310
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0310
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0310
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0310
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0310
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0310
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0310
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0310
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0310
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0310
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0310
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0310
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0310
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0310
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0310
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0310
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0310
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0310
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0310
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0310
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0310
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0310
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0310
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0310
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0310
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0310
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0310
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0310
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0310
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0310
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0310
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0310
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0310
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0310
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0315
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0315
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0315
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0315
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0315
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0315
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0315
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0315
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0315
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0315
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0315
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0315
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0315
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0315
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0315
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0315
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0315
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0315
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0315
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0315
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0315
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0315
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0315
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0315
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0315
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0315
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0315
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0315
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0315
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0315
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0315
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0315
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0315
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0315
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0315
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0315
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0315
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0315
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0315
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0315
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0315
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0315
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0315
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0315
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0315
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0320
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0320
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0320
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0320
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0320
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0320
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0320
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0320
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0320
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0320
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0320
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0320
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0320
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0320
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0320
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0320
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0320
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0320
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0320
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0320
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0320
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0320
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0320
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0320
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0320
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0320
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0320
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0320
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0320
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0320
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0320
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0320
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0320
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0320
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0320
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0320
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0320
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0320
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0320
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0320
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0320
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0320
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0320
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0320
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0320
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0320
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0325
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0325
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0325
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0325
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0325
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0325
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0325
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0325
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0325
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0325
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0325
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0325
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0325
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0325
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0325
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0325
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0325
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0325
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0325
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0325
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0325
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0325
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0325
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0325
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0325
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0325
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0325
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0325
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0325
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0325
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0325
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0325
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0325
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0325
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0325
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0325
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0325
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0325
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0325
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0325
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0325
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0325
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0325
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0325
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0325
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0325
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0325
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0325
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0325
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0325
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0325
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0325
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0325
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0325
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0330
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0330
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0330
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0330
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0330
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0330
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0330
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0330
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0330
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0330
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0330
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0330
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0330
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0330
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0330
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0330
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0330
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0330
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0330
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0330
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0330
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0330
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0335
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0335
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0335
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0335
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0335
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0335
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0335
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0335
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0335
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0335
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0335
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0335
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0335
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0335
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0335
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0335
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0335
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0335
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0335
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0335
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0335
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0335
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0335
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0335
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0335
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0335
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0335
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0335
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0335
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0335
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0335
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0335
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0335
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0335
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0335
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0335
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0335
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0335
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0335
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0335
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0335
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0335
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0335
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0335
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0335
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0335
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0335
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0335
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0340
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0340
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0340
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0340
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0340
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0340
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0340
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0340
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0340
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0340
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0340
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0340
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0340
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0340
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0340
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0340
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0340
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0340
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0340
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0340
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0340
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0340
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0340
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0340
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0340
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0340
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0340
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0340
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0340
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0340
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0340
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0340
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0340
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0340
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0340
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0340
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0340
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0340
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0340
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0340
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0340
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0340
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0340
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0340
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0340
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0340
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0340
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0340
http://www.mineducacion.gov.co/cvn/1665/article-99519.html
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0350
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0350
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0350
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0350
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0350
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0350
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0350
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0350
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0350
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0350
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0350
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0350
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0350
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0350
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0350
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0350
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0350
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0350
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0350
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0350
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0350
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0350
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0350
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0350
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0350
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0350
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0350
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0350
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0350
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0350
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0350
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0350
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0350
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0350
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0350
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0355
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0355
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0355
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0355
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0355
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0355
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0355
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0355
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0355
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0355
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0355
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0355
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0355
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0355
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0355
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0355
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0355
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0355
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0355
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0355
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0355
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0355
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0355
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0355
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0355
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0355
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0355
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0355
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0355
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0355
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0355
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0355
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0355
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0355
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0355
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0355
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0355
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0355
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0355
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0355
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0355
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0355
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0355
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0355
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0355
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0355
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0355
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0355
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0355
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0355
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0360
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0360
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0360
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0360
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0360
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0360
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0360
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0360
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0360
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0360
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0360
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0360
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0360
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0360
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0360
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0360
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0360
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0360
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0360
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0360
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0360
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0360
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0360
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0360
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0360
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0360
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0360
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0360
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0360
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0360
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0360
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0360
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0360
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0360
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0360
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0360
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0360
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0360
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0360
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0360
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0360
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0360
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0360
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0360
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0360
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0360
http://refhub.elsevier.com/S2530-3120(19)30010-4/sbref0360

	Sociodemographic characterisation and psychiatric symptoms of patients with medically unexplained symptoms in a healthcare...
	Introduction
	Methods
	Measuring instruments
	PHQ-9
	PHQ-15
	GAD-7

	Results
	Medical conditions
	Somatic symptoms
	Functional disorder
	History of child abuse and other types of violence throughout life
	Depressive, anxiety and panic-related symptoms according to the PHQ scale

	Discussion
	Ethical disclosures
	Protection of people and animals
	Data confidentiality
	Right to privacy and informed consent

	Conflicts of interest
	References


