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ABSTRACT

Background: Various genetic and environmental factors are involved in urolithiasis. The 2
most common metabolic abnormalities are the increase in urinary calcium and low urinary
citrate excretion. The ratio calculated between the concentrations of both substances is a
good risk marker for the formation of calcium stones.
Objectives: To determine whether the risk of urinary calcium stone formation changes
throughout the day in the same patient.
Methods: We studied 56 children (23 V, 33 M) to check if they had prelithiasis. Calcium, citrate,
and creatinine concentrations were determined in two urine samples collected one before
dinner and the other in the morning. It was collected if they had ultrasound stones and if
there was a history of urolithiasis in first and/or second degree relatives.
Results: In 25 patients (44.6%), renal ultrasound was positive for lithiasis (stones [n=9]
and microlithiasis [n=16]). Forty of the 56 families (71.4%) had a history of urolithiasis.
The percentage of abnormal urinary calcium (28.6%) concentrations and an abnormal cal-
cium/citrate ratio (69.6%) was higher in the first urine of the day. The calcium/citrate ratio
was the only studied parameter that was related to a family history of urolithiasis. There
were no differences in urinary parameters between patients with and without ultrasound-
confirmed kidney stones.
Conclusions: Urinary concentrations of calcium and the calcium/citrate ratio vary throughout
the day. Urine produced at night has a higher risk of urinary calcium stone formation.
© 2017 Sociedad Espariiola de Nefrologia. Published by Elsevier Espana, S.L.U. This is an
open access article under the CC BY-NC-ND license (http://creativecommons.org/licenses/
by-nc-nd/4.0/).
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Palabras clave:
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Citrato

Riesgo litégeno

Cuantificacion del riesgo de formacion de calculos célcicos en la orina
correspondiente a 2 momentos del dia en un grupo de nifos estudiados
para descartar prelitiasis

RESUMEN

Antecedentes: En la urolitiasis intervienen diversos factores genéticos y ambientales.
Las 2 anomalias metabdlicas mas frecuentes son el incremento en la eliminacién
urinaria de calcio y la reduccién en la de citrato. El cociente calculado entre las concen-
traciones de ambas sustancias es un buen marcador de riesgo de formacién de cdlculos
calcicos.

Objetivos: Determinar si el riesgo litégeno en la orina de un mismo paciente cambia a lo
largo del dia.

Métodos: Se estudiaron 56 ninos (23V, 33 M) para comprobar si eran portadores de prelitiasis.
Se determinaron las concentraciones de calcio, citrato y creatinina en 2 muestras de orina
recogidas, una, antes de cenar, y la otra, por la mafiana, al levantarse. Se anot6 si tenian
calculos ecograficos y si existian antecedentes de urolitiasis en los familiares de primer y/o
segundo grado.

Resultados: En 25 pacientes (44,6%) la ecografia renal fue positiva para litiasis (calculos
[n=9] y microcalculos [n=16]). En 40 de las 56 familias (71,4%) existian antecedentes
de urolitiasis. El porcentaje mayor de valores anormales de la concentracién urinaria de
calcio (28,6%) y del cociente calcio/citrato (69,6%) correspondié a la primera orina del
dia. Este ultimo pardmetro fue el Unico entre los estudiados que se relacioné con los
antecedentes familiares de urolitiasis. No se comprobaron diferencias en los paramet-
ros urinarios al comparar a los pacientes con presencia o ausencia de litiasis renal
ecogréfica.

Conclusiones: Las concentraciones urinarias de calcio y del cociente calcio/citrato se modifi-

can a lo largo del dia. Las orinas formadas durante la noche son més litégenas.
© 2017 Sociedad Espariiola de Nefrologia. Publicado por Elsevier Espaiia, S.L.U. Este es un
articulo Open Access bajo la licencia CC BY-NC-ND (http://creativecommons.org/licenses/

by-nc-nd/4.0/).

Introduction

In 1939, Randall described that kidney stones present symp-
toms after a period of stone growth, so there is a period
of variable duration that he called “symptomatic silence”.!
This period of time without symptoms is proper, although
not exclusive, of the pediatric age and is known as pre-
lithiasis period.” Children on prelithiasis may show various
symptoms such as macro or microscopic hematuria, uri-
nary infection, incontinence and other voiding disorders,
dysuria, emission of turbid urine or repetitive abdominal
pain.>*

For years it has been known that the urine contains
substances that favor or inhibit stone formation. The two
metabolic abnormalities more frequently detected, both in the
prelithiasis and lithiasic period are the increase in urinary cal-
cium excretion and the reduction of citrate. Since 1964, it has
been known that a urine calcium/citrate ratio greater than
0.33mg/mg is a risk marker for calcium containing stones
formation.> This data has been subsequently confirmed in
several articles.®®

For the first time in the pediatric literature, we wanted to
study if a group of children were on a situation of prelithiasis
by analyzing changes in urine composition when collected at
two different periods of the day.

Patients and methods

Transversal study in 56 children (23 M, 33F) who were evalu-
ated to determine if they were in a situation of prelithiasis.
The patients attended at the Pediatric Nephrology outpatient
clinic of the University Hospital of Nuestra Sefiora de Cande-
laria between January and November 2015. Average age was
10.1+3.5 years (range: 3.5-18 years). None of them received
medication. The clinical characteristics by which they were
studied are shown in Table 1.

Data collection

Calcium, citrate and creatinine concentrations were deter-
mined in two urine samples, one collected before dinner, and
the second one in the morning (first urine of the day). The
presence of calculi or micro calculi detected by ultrasound was
noted as well as the evidence of family history of urolithiasis
in their first or second degree relatives.

Urinary tests and renal ultrasound

The urine collected at night was stored in a refrigerator. Both
urine samples were homogenized, acidified and tempered
to dissolve the presumably formed crystals. Creatinine was
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Table 1 - Initial clinical manifestations of the patients
included in the study.

Clinical manifestations n
Urinary tract infections 11
Abdominal pain/nephritic colic 9
Functional bladder abnormalities? 8
Asymptomatic (study due to a family history of lithiasis 7

and/or hypercalciuria)
Morphological abnormalities of the urinary tract®
Macro or microscopic hematuria
Dysuria
Various®

w v

@ Hyperactive bladder (n = 3), urinary incontinence (n = 3), nocturnal
enuresis (n=2).

b Ppyelic ectasia (n=5), vesicoureteral reflux (n=3).

¢ Idiopathic nephrotic syndrome in remission (n=2), fractures
(n=1).

determined by a colorimetric kinetic test based on the Jaffé
method (Creatinine Jaffé Gen.2, Roche). Calcium was quanti-
fied by photometry (Calcium Gen.2, Roche). The citraturia was
measured by means of a colorimetric enzymatic technique
(LTA). All these determinations were performed in a Cobas
c501 analyzer (Roche Diagnostics Analyzer). To avoid inter-
observer variability one pediatric radiologist performed renal
ultrasounds using MyLab25Gold. There were considered calculi
if the size was greater than 3 mm with a sonic shadow, and the
microcalculi were particles in the renal calyces less than 3mm
in diameter and in general without shadow cones.’

Normal values

The results were evaluated according to the criteria of Grases
et al., which establish that a urine is potentially lithogenic if
the calcium concentration is greater than 27 mg/dl, the citrate
isless than 230 mg/l or the calcium/citrate ratio is greater than
0.33ng/mg.”"1°

Statistic analysis

The Kolmogorov-Smirnov test was used to examine the
distribution of the simple, then a basic statistic test was per-
formed. All variables evaluated showed a normal distribution.
Student’s t-test was used to evaluate differences between
quantitative variables either for independent or related sam-
ples. Fisher’s exact test was used to determine the difference
between qualitative variables. Probability values less than 0.05
were considered significant. These analysis were performed
with the statistical package SPSS (SPSS v. 19.0, SPSS Inc., USA).

Results

In 25 patients (44.6%) renal ultrasound showed lithiasis. In 9
had calculi and the remaining 16 were microcalculi. The most
frequent clinical onset was in urinary tract infection (n=11),
abdominal pain (n=9) and functional bladder alterations (n==8)
(Table 1). In 40 of the 56 families (71.4%) there was a family
history of urolithiasis (Table 2).

Table 2 - Family history of urolithiasis.

Family background n

First degree® 8
Second degree” 22
First and second degrees 10

@ Father (n=6), mother (n=2).

b paternal grandfather or grandmother (n =4), maternal grandfather
or grandmother (n=4), paternal uncles (n=8), maternal uncles
(n=2), several (n=4).

Table 3 shows the urinary values corresponding to the urine
collected at night (before dinner) and the first urine of the day.
The highest percentage of abnormal values of urinary calcium
concentration (28.6%) and calcium/citrate ratio (69.6%) were
observed in the first urine of the day. Both parameters were
statistically different in the two urine samples (Table 3).

There were no differences in age or urinary parameters in
patients with and without lithiasis by ultrasound (Table 4).
However, 19 of the 25 cases (76%) with ultrasound lithiasis pre-
sented some lithogenic risk marker; in 17 of these 19 patients,
the calcium/citrate ratio in the first urine of the day was ele-
vated either a single risk factor (n=6) or associated to other
parameters (n=11).

In addition, the variables were analyzed according to the
family history of lithiasis. It was observed that the cal-
cium/citrate ratio from the first urine of the day was the
only parameter associated with a family history of lithiasis
(Table 5). The presence of ultrasound calculi was not related
to the family history of urolithiasis.

Discussion

The most important components of the kidney stones struc-
ture are known since the late eighteenth and early nineteenth
centuries from the initial studies by Antoine Francois Four-
croy and Louis Nicolas Vauquelin.'»'? Apart from calculi made
of cystine, uric acid and magnesium ammonium phosphate
(struvite), in the rest of calculi it is commonly observed the
presence of the calcium ion, either as phosphate (hydroxy-
apatite, brushite), oxalate monohydrate (wWhewellite), oxalate
dihydrate (weddellite) or carbonate. Thus calcium is one of the
most important promoters in the generation of kidney stones.

The citric acid, as the oxalic acid, was discovered by
Scheele?; its ability to inhibit of crystallization was already
appreciated In the mid-nineteenth century. Spiller observed
that citric acid had a special ability to maintain calcium in
solution. In the presence of citrate, calcium was not precipi-
tated by carbonate, phosphate or oxalate; when some of these
precipitates were formed, they could be brought back to solu-
tion with the addition of citrate.’ In the twentieth century, it
was shown that citraturia could be a marker of body acid-base
balance. Thus, Ostberg described, for the first time, that the
elimination of citrate in human urine increases in the pres-
ence of metabolic alkalosis and, conversely, it decreases in
cases of acidosis.’ Subsequently, it was learned that hypoc-
itraturia is one of the main causes of stone formation.'”
Thereafter, the treatment with citrate would become one of
the most effective methods to prevent stone formation.'®’
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Table 3 - Results obtained in the urine collected at night (before dinner) and in the first urine of the day.

At risk of forming stones

[U calcium] mg/dl (urine at night)’

[U citrate] mg/1 (urine at night)

[U calcium/U citrate] (urine at night)”

[U calcium] mg/dl (first urine of the day)’

[U citrate] mg/1 (first urine of the day)

[U calcium/U citrate] (first urine of the day)”

424.39 + 244.69

387.63 £ 202.52

14.14 + 11.65 8/56 (14.3%)*
13/56 (23.2%)°

0.38 + 0.33 21/56 (37.5%)°
19.23 + 12.82 16/56 (28.6%)*
13/56 (23.2%)°
( )

0.53 £ 0.34 39/56 (69.6%)°

@ Atrisk of forming stones >27 mg/dl.

b At risk of forming stones <230 mg/1.

¢ Atrisk of forming stones >0.33 mg/mg.
* p=0.02.
** p<0.001.

Table 4 - Age and urinary parameters separated according to the presence or absence of lithiasis by ultrasound.

Lithiasis (n=25) (9M, 16F) No lithiasis by ultrasound (n=31) (14M, 17F) p
Age (years) 10.28 + 3.31 9.88 + 3.66 ns
[U calcium] mg/dl (urine at night) 13.42 + 8.70 14.72 + 13.69 ns
[U citrate] mg/1 (urine at night) 440.64 + 253.79 411.29 + 240.51 ns
[U calcium/U citrate] (urine at night) 0.37 £ 0.27 0.39 + 0.38 ns
[U calcium] mg/dl (first urine of the day) 16.71 + 8.83 21.26 + 15.14 ns
[U citrate] mg/1 (first urine of the day) 364.80 + 191.18 406.03 + 212.52 ns
[U calcium/U citrate] (first urine of the day) 0.53 + 0.28 0.54 + 0.38 ns

F, female; ns, not significant; M, male.

Table 5 - Relationship between urinary variables determined or calculated and family history of renal lithiasis.

Abnormal values/family history lithiasis Abnormal values/without family history of lithiasis p
[U calcium] mg/dl elevated?® 6/40 2/16 ns
[Ucitrate] (mg/1) reduced?® 10/40 3/16 ns
[Ucalcium/Ucitrate] Elevated® 15/40 6/16 ns
[U calcium] mg/dl (elevated)® 12/40 4/16 ns
[U citrate] (mg/]) (reduced)® 11/40 2/16 ns
[U calcium/U citrate] elevated® 32/40 7/16 0.01

ns, not significant.
@ Urine collected at night (before dinner).
b First urine of the day.

Even in 1960, Bibus and Luis Cifuentes demonstrated that the
pharmacological treatment with citrate allowed the uric acid
stones to disappear.’®

Urinary ratios or indices calculated in relation to creatinine
are a simple functional test of great utility in the pediatric set-
ting, given the difficulty of collecting hourly urine samples and
they do not require concomitant blood extraction.'® However,
it should be remembered that values of the same parameter
may be different according to the age - they are high in infants
and young children - and the values may vary depending
on the time of day in which the sample is collected. In our
study, the urinary ratios corresponding to calcium and citrate
were not calculated due to the difficulty in defining the nor-
mality values in the 2 types of samples collected and because
it was not the objective of the study.

Urine is a metastable system containing several substances
with the ability to crystallize and, therefore, solid particles
may be generated. Normally, these substances are in supersat-
urated conditions, so the ability by which the crystallization
process begins depends on the degree of supersaturation, the
presence of favoring substances (heterogeneous nucleants)

and the levels of crystallization inhibitors.” If the concentra-
tions of promoter and inhibitor factors are balanced, crystal
formation does not occur. Crystal formation occurs if there
is an unfavorable combination between the substances that
favor and inhibit crystallization. The calcium/citrate ratio esti-
mates this disbalance in a simple manner and offers the great
advantage that it is not influenced by age, sex or the time of
day of collection of the sample.? DeFoor et al. noted that the
calcium/citrate ratio from a 24 h urine collection was the best
parameter to evaluate the risk of recurrent calcium stones in
children.?®

Our study confirms that the composition of the urine varies
throughout the day (Table 3), as it happens with other param-
eters, reason why the 24 h urine behaves like a totum revolutum
that does not let to identify the important changes that occur
in the urinary composition throughout the different time
periods of the day, especially during the night.??" In our study
we confirmed that the highest percentage of abnormal values
of urinary calcium concentration and calcium/citrate ratio are
recorded in the first urine of the day. Bergsland et al. confirmed
that subjects with idiopathic hypercalciuria excrete more
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calcium at night in the same amount of urine as compared
with controls, with the consequentincrease in the risk of stone
formation. These authors indicated that the difference in the
quantification of supersaturation in patients with idiopathic
hypercalciuria vs controls was 7.65 for oxalate and 1.78 for
calcium phosphate.?”? This elevation in the calcium concen-
tration of the nocturnal urine should be related to the increase
in bone resorption described in idiopathic hypercalciuria,?*~>
which is added to the physiological increase of bone resorption
at night.?®?/

In our study, citraturia decreased slightly but not sig-
nificantly in the first urine of the day (Table 3). This is
despite the tendency to a situation of metabolic acidosis,
due to the nocturnal fasting, caused by the degradation, of
the fatty acids a acetyl-CoA and the consequent formation
of ketone bodies. As indicated above, citraturia decreases
in situations of acidosis.'*?® This acidotic tendency is cor-
rected by circadian physiological mechanisms of regulation
of the acid-base equilibrium that begin with the activation of
the Na+—H +exchanger (NHE3: sodium-hydrogen antiporter
3) that is expressed in the renal proximal tubule.?>3° This
slight reduction of the aforementioned citraturia perhaps con-
tributed to the increase in the value of the calcium/citrate
ratio observed in the first urine of the day. It was striking
to observe that calcium/citrate ratio was the only parameter
related to the family history of urolithiasis (Table 5). This fact
illustrate that, outside of the daily interferences characteristic
of the diet, the urine formed at night reveals the influence of
the genetic conditions that favor lithiasis.

It should not be a surprise that the presence of lithiasis by
ultrasound was not related to age, urinary parameters (Table 4)
or family history of urolithiasis. The mechanism of stone for-
mation is complex and depends on many environmental and
genetic factors. It is known, that urine contains some others
inhibitors of crystallization, that are independent of the diet.3!
However, the results obtained in our study may be limited by
the sample size.

The practical matter of this study is the consideration that
the lithogenic activity is not uniform throughout the day. At
night there is maximum renal water conservation, also in
lithiasic or prelithiasic patients the calcium/citrate ratio is
increased; therefore this nocturnal period should be the initial
therapeutic objective for preventive dietary or pharmacologi-
cal intervention.

Conflicts of interest

The authors declare that they have no conflicts of interest.

REFERENCES

1. Randall A. The etiology of primary renal calculus. In:
Proceedings of the VII congress of the International Society of
Urology. New York. 1939. p. 209-40.

2. Garcia-Nieto V, Luis-Yanes MI. El nefrélogo y la litiasis. ;La
toma o la deja? Nefrologia. 2013;33:155-9.

3. Cervera A, Corral MJ, Gomez Campdera FJ, de Lecea AM,
Luque A, Lépez Gémez JM. Idiopathic hypercalciuria in

10.

11.

12.

13.

14.

15.

16.

17.

18.

19.

20.

21.

22.

23.

children. Classification, clinical manifestations and outcome.
Acta Paediatr Scand. 1987,76:271-8.

. Escribano ], Balaguer A, Martin R, Feliu A, Espax R. Childhood

idiopathic hypercalciuria - clinical significance of renal
calyceal microlithiasis and risk of calcium nephrolithiasis.
Scand J Urol Nephrol. 2004;38:422-6.

. Hodgkinson A. The aetiology and treatment of urinary

calculus. Postgrad Med J. 1964;40:130-5.

. Hobarth K, Hofbauer J. Value of routine citrate analysis and

calcium/citrate ratio in calcium urolithiasis. Eur Urol.
1991;19:165-8.

. Grases F, Garcia-Ferragut L, Costa-Bauza A, Conte A,

Garcia-Raja A. Simple test to evaluate the risk of urinary
calcium stone formation. Clin Chim Acta. 1997;263:
43-55.

. Srivastava T, Winston MJ, Auron A, Alon US. Urine

calcium/citrate ratio in children with hypercalciuric stones.
Pediatr Res. 2009;66:85-90.

. La Manna A, Polito C, Cioce F, de Maria G, Capacchione A,

Rocco CE, et al. Calyceal microlithiasis in children: report on
196 cases. Pediatr Nephrol. 1998;12:214-7.

Grases F, Costa-Bauza A, Prieto RM, Arrabal M, de Haro T,
Lancina JA, et al. Urinary lithogenesis risk tests: comparison
of a commercial kit and a laboratory prototype test. Scand J
Urol Nephrol. 2011;45:312-8.

Fourcroy AF, Vauquelin N. Sur I’analyse des calculs urinaires
humains. Ann Chim. 1799;32:213-22.

Fourcroy AF, Vauquelin N. Memoire sur 'analyse des calcules
urinaires humains, et sur les divers matériaux qui les
forment. Paris: Mém. de I'Inst. (IV); 1803. p. 112-50.

Cifuentes Delatte L. El tratamiento alcalinizante como
preventivo de la litiasis oxalocdlcica recidivante. Arch Esp
Urol. 1991;44:903-10.

Ostberg O. Studien jiber die zitronensaureausscheidung der
menschenniere in normalen und pathologischen zustanden.
Skand Arch Physiol. 1931;62:81-222.

Torres A, Balaguer G, Suria S, Concepcién MT, Valido P,
Lorenzo V, et al. Hipocitraturia en la nefrolitiasis calcica: su
incidencia en las formas hipercalcitricas y normocalcitricas.
Nefrologia. 1990;10:154-9.

Barcelo P, Wuhl O, Servitge E, Rousaud A, Pak CY. Randomized
double-blind study of potassium citrate in idiopathic
hypocitraturic calcium nephrolithiasis. ] Urol.
1993;150:1761-4.

Robinson MR, Leitao VA, Haleblian GE, Scales CD Jr,
Chandrashekar A, Pierre SA, et al. Impact of long-term
potassium citrate therapy on urinary profiles and recurrent
stone formation. J Urol. 2009;181:1145-50.

Cifuentes L, Arce F. Disparition d’images de calculs rénaux
d’acide urique lors d’un traitement alcalinisant. ] Urol Med
Chir. 1960;66:264-70.

Nordin BE. Assessment of calcium excretion from the urinary
creatinine ratio. Lancet. 1959;2:368-71.

DeFoor W, Minevich E, Jackson E, Reddy P, Clark C, Sheldon C,
et al. Urinary metabolic evaluations in solitary and recurrent
stone forming children. J Urol. 2008;179:

2369-72.

Robert M, Roux JO, Bourelly F, Boularan AM, Guiter J, Monnier
L. Circadian variations in the risk of urinary calcium oxalate
stone formation. Br J Urol. 1994;74:294-7.

Bergsland KJ, Coe FL, Gillen DL, Worcester EM. A test of the
hypothesis that the collecting duct calcium-sensing receptor
limits rise of urine calcium molarity in hypercalciuric calcium
kidney stone formers. Am ] Physiol Renal Physiol.
2009;297:F1017-23.

Messa P, Mioni G, Montanaro D, Adorati M, Antonucci F,
Favazza A, et al. About a primitive osseous origin of the
so-called ‘renal hypercalciuria’. Contrib Nephrol.
1987,58:106-10.


http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0160
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0160
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0160
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0160
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0160
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0160
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0160
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0160
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0160
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0160
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0160
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0160
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0160
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0160
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0160
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0160
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0160
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0160
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0160
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0160
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0160
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0160
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0160
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0160
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0160
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0160
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0160
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0160
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0160
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0160
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0160
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0160
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0160
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0160
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0160
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0160
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0160
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0160
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0165
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0165
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0165
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0165
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0165
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0165
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0165
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0165
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0165
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0165
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0165
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0165
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0165
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0165
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0165
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0165
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0165
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0165
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0165
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0165
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0165
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0165
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0165
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0165
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0165
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0165
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0170
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0170
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0170
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0170
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0170
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0170
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0170
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0170
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0170
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0170
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0170
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0170
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0170
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0170
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0170
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0170
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0170
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0170
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0170
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0170
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0170
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0170
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0170
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0170
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0170
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0170
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0170
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0170
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0170
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0170
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0170
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0170
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0170
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0170
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0170
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0170
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0170
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0170
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0170
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0170
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0170
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0170
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0175
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0175
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0175
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0175
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0175
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0175
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0175
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0175
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0175
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0175
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0175
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0175
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0175
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0175
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0175
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0175
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0175
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0175
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0175
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0175
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0175
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0175
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0175
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0175
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0175
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0175
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0175
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0175
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0175
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0175
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0175
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0175
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0175
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0175
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0175
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0175
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0175
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0175
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0175
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0175
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0175
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0175
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0175
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0175
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0175
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0180
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0180
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0180
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0180
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0180
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0180
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0180
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0180
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0180
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0180
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0180
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0180
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0180
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0180
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0180
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0180
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0180
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0180
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0180
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0180
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0180
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0185
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0185
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0185
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0185
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0185
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0185
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0185
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0185
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0185
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0185
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0185
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0185
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0185
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0185
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0185
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0185
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0185
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0185
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0185
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0185
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0185
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0185
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0185
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0185
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0185
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0185
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0185
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0185
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0185
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0190
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0190
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0190
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0190
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0190
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0190
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0190
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0190
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0190
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0190
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0190
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0190
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0190
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0190
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0190
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0190
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0190
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0190
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0190
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0190
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0190
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0190
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0190
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0190
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0190
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0190
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0190
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0190
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0190
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0190
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0190
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0190
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0190
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0190
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0190
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0190
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0190
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0190
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0195
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0195
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0195
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0195
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0195
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0195
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0195
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0195
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0195
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0195
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0195
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0195
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0195
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0195
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0195
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0195
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0195
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0195
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0195
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0195
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0195
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0195
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0195
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0195
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0195
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0195
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0195
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0195
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0195
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0195
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0195
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0195
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0195
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0195
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0195
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0195
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0195
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0195
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0200
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0200
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0200
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0200
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0200
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0200
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0200
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0200
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0200
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0200
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0200
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0200
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0200
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0200
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0200
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0200
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0200
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0200
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0200
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0200
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0200
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0200
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0200
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0200
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0200
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0200
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0200
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0200
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0200
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0200
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0200
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0200
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0200
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0200
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0200
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0200
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0200
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0200
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0200
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0200
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0200
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0200
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0205
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0205
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0205
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0205
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0205
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0205
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0205
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0205
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0205
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0205
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0205
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0205
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0205
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0205
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0205
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0205
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0205
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0205
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0205
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0205
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0205
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0205
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0205
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0205
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0205
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0205
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0205
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0205
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0205
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0205
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0205
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0205
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0205
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0205
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0205
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0205
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0205
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0205
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0205
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0205
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0205
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0205
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0205
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0205
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0205
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0205
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0205
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0205
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0205
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0205
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0205
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0205
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0205
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0205
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0210
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0210
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0210
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0210
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0210
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0210
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0210
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0210
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0210
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0210
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0210
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0210
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0210
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0210
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0210
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0210
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0210
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0210
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0210
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0210
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0210
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0210
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0210
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0210
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0215
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0215
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0215
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0215
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0215
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0215
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0215
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0215
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0215
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0215
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0215
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0215
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0215
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0215
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0215
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0215
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0215
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0215
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0215
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0215
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0215
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0215
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0215
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0215
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0215
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0215
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0215
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0215
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0215
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0215
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0215
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0215
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0215
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0215
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0215
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0215
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0215
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0215
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0215
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0215
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0215
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0215
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0215
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0220
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0220
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0220
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0220
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0220
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0220
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0220
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0220
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0220
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0220
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0220
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0220
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0220
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0220
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0220
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0220
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0220
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0220
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0220
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0220
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0220
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0220
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0220
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0220
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0220
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0220
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0220
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0220
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0220
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0220
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0220
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0220
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0220
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0225
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0225
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0225
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0225
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0225
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0225
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0225
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0225
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0225
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0225
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0225
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0225
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0225
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0225
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0225
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0225
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0225
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0225
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0225
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0225
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0225
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0225
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0225
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0225
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0225
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0225
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0225
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0225
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0225
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0225
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0225
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0225
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0230
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0230
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0230
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0230
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0230
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0230
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0230
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0230
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0230
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0230
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0230
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0230
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0230
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0230
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0230
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0230
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0230
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0230
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0230
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0230
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0230
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0230
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0230
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0230
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0230
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0230
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0230
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0230
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0230
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0230
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0230
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0230
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0230
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0230
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0230
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0230
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0230
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0230
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0230
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0230
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0230
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0230
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0230
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0230
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0230
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0230
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0230
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0230
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0235
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0235
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0235
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0235
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0235
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0235
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0235
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0235
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0235
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0235
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0235
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0235
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0235
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0235
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0235
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0235
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0235
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0235
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0235
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0235
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0235
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0235
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0235
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0235
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0235
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0235
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0235
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0235
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0235
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0235
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0235
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0235
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0235
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0235
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0235
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0235
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0235
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0235
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0235
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0235
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0235
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0235
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0240
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0240
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0240
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0240
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0240
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0240
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0240
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0240
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0240
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0240
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0240
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0240
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0240
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0240
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0240
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0240
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0240
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0240
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0240
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0240
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0240
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0240
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0240
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0240
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0240
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0240
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0240
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0240
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0240
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0240
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0240
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0240
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0240
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0240
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0240
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0240
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0240
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0240
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0240
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0240
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0240
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0240
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0240
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0240
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0240
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0240
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0240
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0245
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0245
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0245
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0245
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0245
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0245
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0245
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0245
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0245
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0245
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0245
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0245
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0245
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0245
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0245
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0245
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0245
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0245
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0245
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0245
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0245
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0245
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0245
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0245
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0245
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0245
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0245
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0245
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0245
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0250
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0250
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0250
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0250
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0250
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0250
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0250
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0250
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0250
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0250
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0250
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0250
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0250
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0250
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0250
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0250
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0250
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0250
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0250
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0250
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0250
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0250
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0250
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0255
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0255
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0255
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0255
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0255
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0255
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0255
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0255
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0255
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0255
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0255
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0255
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0255
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0255
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0255
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0255
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0255
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0255
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0255
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0255
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0255
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0255
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0255
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0255
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0255
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0255
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0255
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0255
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0255
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0255
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0255
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0255
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0255
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0255
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0255
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0255
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0255
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0255
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0255
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0255
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0255
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0255
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0255
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0255
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0255
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0255
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0255
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0255
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0260
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0260
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0260
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0260
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0260
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0260
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0260
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0260
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0260
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0260
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0260
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0260
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0260
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0260
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0260
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0260
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0260
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0260
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0260
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0260
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0260
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0260
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0260
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0260
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0260
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0260
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0260
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0260
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0260
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0260
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0260
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0260
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0260
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0260
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0260
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0260
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0260
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0260
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0260
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0260
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0265
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0265
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0265
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0265
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0265
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0265
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0265
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0265
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0265
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0265
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0265
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0265
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0265
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0265
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0265
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0265
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0265
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0265
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0265
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0265
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0265
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0265
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0265
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0265
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0265
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0265
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0265
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0265
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0265
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0265
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0265
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0265
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0265
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0265
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0265
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0265
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0265
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0265
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0265
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0265
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0265
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0265
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0265
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0265
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0265
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0265
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0265
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0265
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0265
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0265
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0265
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0270
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0270
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0270
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0270
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0270
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0270
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0270
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0270
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0270
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0270
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0270
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0270
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0270
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0270
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0270
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0270
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0270
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0270
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0270
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0270
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0270
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0270
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0270
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0270
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0270
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0270
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0270
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0270
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0270
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0270
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0270
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0270
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0270
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0270
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0270
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0270
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0270
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0270
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0270
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0270
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0270
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0270
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0270
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0270
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0270
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0270
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0270

272

NEFROLOGIA. 2018;38(3):267-272

24.

25.

26.

27.

Pacifici R, Rothstein M, Rifas L, Lau KH, Baylink DJ, Avioli LV,
et al. Increased monocyte interleukin-1 activity and
decreased vertebral bone density in patients with fasting
idiopathic hypercalciuria. J Clin Endocrinol Metab.
1990;71:138-45.

Heilberg IP, Weisinger JR. Bone disease in idiopathic
hypercalciuria. Curr Opin Nephrol Hypertens.
2006;15:394-402.

Eastell R, Simmons PS, Colwell A, Assiri AM, Burritt MF,
Russell RG, et al. Nyctohemeral changes in bone turnover
assessed by serum bone Gla-protein concentration and
urinary deoxypyridinoline excretion: effects of growth and
ageing. Clin Sci (Lond). 1992;83:375-82.

Schlemmer A, Hassager C, Alexandersen P, Fledelius C,
Pedersen BJ, Kristensen IO, et al. Circadian variation in bone

resorption is not related to serum cortisol. Bone. 1997;21:83-8.

28.

29.

30.

31.

Crawford MA, Milne MD, Scribner BH. The effects of changes
in acid-base balance on urinary citrate in the rat. ] Physiol.
1959;149:413-23.

Saifur Rohman M, Emoto N, Nonaka H, Okura R, Nishimura
M, Yagita K, et al. Circadian clock genes directly regulate
expression of the Na*/H* exchanger NHE3 in the kidney.
Kidney Int. 2005;67:1410-9.

Solocinski K, Richards J, All S, Cheng KY, Khundmiri SJ, Gumz
ML. Transcriptional regulation of NHE3 and SGLT1 by the
circadian clock protein Per1 in proximal tubule cells. Am ]
Physiol Renal Physiol. 2015;309:F933-42.

Aggarwal KP, Narula S, Kakkar M, Tandon C. Nephrolithiasis:
molecular mechanism of renal stone formation and the
critical role played by modulators. Biomed Res Int.
2013;2013:292953.


http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0275
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0275
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0275
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0275
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0275
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0275
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0275
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0275
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0275
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0275
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0275
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0275
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0275
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0275
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0275
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0275
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0275
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0275
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0275
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0275
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0275
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0275
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0275
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0275
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0275
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0275
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0275
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0275
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0275
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0275
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0275
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0275
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0275
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0275
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0275
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0275
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0275
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0275
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0275
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0275
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0275
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0275
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0275
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0275
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0275
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0275
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0275
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0275
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0275
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0275
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0275
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0275
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0275
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0280
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0280
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0280
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0280
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0280
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0280
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0280
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0280
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0280
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0280
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0280
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0280
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0280
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0280
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0280
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0280
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0280
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0280
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0280
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0280
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0280
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0280
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0280
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0280
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0285
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0285
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0285
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0285
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0285
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0285
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0285
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0285
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0285
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0285
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0285
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0285
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0285
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0285
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0285
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0285
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0285
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0285
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0285
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0285
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0285
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0285
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0285
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0285
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0285
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0285
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0285
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0285
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0285
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0285
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0285
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0285
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0285
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0285
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0285
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0285
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0285
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0285
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0285
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0285
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0285
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0285
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0285
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0285
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0285
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0285
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0285
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0285
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0285
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0285
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0285
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0285
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0285
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0285
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0285
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0285
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0285
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0285
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0285
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0285
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0285
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0285
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0290
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0290
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0290
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0290
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0290
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0290
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0290
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0290
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0290
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0290
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0290
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0290
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0290
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0290
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0290
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0290
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0290
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0290
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0290
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0290
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0290
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0290
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0290
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0290
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0290
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0290
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0290
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0290
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0290
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0290
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0290
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0290
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0290
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0290
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0290
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0290
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0290
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0290
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0290
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0290
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0290
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0290
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0295
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0295
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0295
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0295
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0295
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0295
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0295
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0295
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0295
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0295
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0295
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0295
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0295
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0295
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0295
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0295
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0295
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0295
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0295
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0295
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0295
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0295
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0295
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0295
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0295
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0295
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0295
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0295
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0295
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0295
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0295
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0295
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0295
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0295
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0295
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0295
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0300
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0300
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0300
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0300
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0300
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0300
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0300
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0300
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0300
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0300
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0300
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0300
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0300
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0300
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0300
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0300
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0300
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0300
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0300
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0300
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0300
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0300
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0300
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0300
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0300
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0300
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0300
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0300
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0300
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0300
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0300
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0300
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0300
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0300
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0300
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0300
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0300
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0300
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0300
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0300
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0300
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0300
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0300
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0300
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0300
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0300
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0300
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0300
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0300
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0300
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0300
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0300
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0300
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0300
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0300
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0300
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0300
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0300
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0300
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0305
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0305
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0305
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0305
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0305
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0305
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0305
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0305
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0305
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0305
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0305
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0305
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0305
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0305
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0305
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0305
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0305
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0305
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0305
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0305
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0305
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0305
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0305
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0305
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0305
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0305
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0305
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0305
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0305
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0305
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0305
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0305
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0305
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0305
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0305
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0305
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0305
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0305
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0305
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0305
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0305
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0305
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0305
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0305
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0305
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0305
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0305
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0305
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0305
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0305
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0305
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0305
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0305
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0305
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0305
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0305
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0310
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0310
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0310
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0310
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0310
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0310
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0310
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0310
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0310
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0310
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0310
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0310
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0310
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0310
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0310
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0310
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0310
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0310
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0310
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0310
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0310
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0310
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0310
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0310
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0310
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0310
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0310
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0310
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0310
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0310
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0310
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0310
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0310
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0310
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0310
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0310
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0310
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0310
http://refhub.elsevier.com/S2013-2514(18)30014-2/sbref0310

	Quantification of the risk of urinary calcium stone formation in the urine collected at 2 times of the day in a group of c...
	Introduction
	Patients and methods
	Data collection
	Urinary tests and renal ultrasound
	Normal values
	Statistic analysis

	Results
	Discussion
	Conflicts of interest
	References


