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ABSTRACT

Background: When estimating the glomerular filtration rate (GFR) in kidney transplant
patients, significant differences have been found between MDRD and the 2009 CKD-EPI
equations, and reference techniques.

Objective: To analyse and compare the performance of MDRD and the 2009 and 2012 CKD-EPI
equations against 51Cr-EDTA plasma clearance in measuring GFR in 270 kidney transplant
patients after one year.

Results: The mean measured GFR was 43.0+11.4 (18.2-79.4) ml/min/1.73 m?, with crea-
tine levels of 1.42+0.46 (0.60-4.33) mg/dl and cystatin C levels of 1.45+0.53 (0.42-3.48)
mg/1. This correlated moderately with creatinine (r=-0.61, p <0.001) and cystatin C (r=-0.52,
p<0.001). Using linear regression techniques, it was found that creatinine, cystatin C, gen-
der and age only explained 52% of GFR total variance. All equations overestimated GFR,
with a mean bias of +11.1 ml/min/1.73 m? for MDRD, +16.4 ml/min/1.73 m? for 2009-CKD-EPI,
+15ml/min/1.73 m? for CKD-EPI with cystatin C and +14.1 ml/min/1.73 m? for 2012-CKD-EPI
with creatinine and cystatin C. eGFR by MDRD and the 2009 CKD-EPI equation correlated
better with 51Cr-EDTA than CKD-EPI with creatinine and/or cystatin C. The overestima-
tions were negatively correlated with creatinine and cystatin C levels, most significantly for
CKD-EPI with creatinine and/or cystatin C when GFR was greater than 60 ml/min/1.73 m?.
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Conclusions: The 2012 CKD-EPI equations with creatinine and/or cystatin C significantly over-
estimate GFR in stage 1 and 2 chronic kidney disease. The MDRD equation is therefore
recommended in these cases. The reference method used to measure GFR seems to heavily

influence the bias of the equations.
© 2019 Sociedad Espanola de Nefrologia. Published by Elsevier Espafia, 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/).

Comparacion de las ecuaciones MDRD y de las antiguas ecuaciones
CKD-EPI frente a las nuevas ecuaciones CKD-EPI en pacientes con
trasplante renal cuando se emplea 51Cr-EDTA para medir el filtrado
glomerular

RESUMEN

Palabras clave:
Filtrado glomerular
Trasplante renal
MDRD

CKD-EPI

Cistatina C
Creatinina.

Introduccién: Para la estimacién del filtrado glomerular renal (FG) en trasplantados renales se
emplean las ecuaciones MDRD y CKD-EPI de 2009 que han mostrado diferencias importantes
cuando se comparan con el FG medido con técnicas de referencia.
Objetivo: Analizar el rendimiento de las ecuaciones MDRD, CKD-EPI de 2009 y de 2012 en 270
pacientes trasplantados renales de 1 ano de evolucién, comparando con el FG medido con
aclaramiento plasmatico de 51Cr-EDTA.
Resultados: El FG medido fue 43,0+ 11,4 (18,2-79,4) mL/min/1,73m2, con niveles de crea-
tinina de 1,42+0,46 (0,60-4,33) mg/dL y de cistatina C de 1,45+0,53 (0,42-3,48) mg/L. El
FG medido se correlacioné moderadamente con creatinina (r= -0,61, p<0,001) y cistatina
C (r= -0,52, p<0,001). Empleando técnicas de regresién lineal observamos que creatin-
ina, cistatina C, sexo y edad sélo explicaban el 52% de la varianza total del FG. Todas las
ecuaciones sobrestimaron el FG, con sesgo medio de +11,1mL/min/1,73m2 para MDRD,
+16,4mL/min/1,73 m2 para CKD-EPI de 2009, +15 mL/min/1,73 m2 para CKD-EPI con cistatina
C and +14,1mL/min/1,73 m2 para CKD-EPI con creatinina y cistatina C de 2012. Las estima-
ciones con MDRD y CKD-EPI de 2009 se correlacionaron mejor con 51Cr-EDTA que CKD-EPI
con creatinina y/o cistatina C. Las sobrestimaciones se correlacionaron negativamente con
los niveles de creatinina y cistatina C, siendo més importantes para CKD-EPI con creatinina
y/o cistatina C cuando el FG fue mayor de 60 mL/min/1,73 m2.
Conclusiones: Las ecuaciones CKD-EPI de 2012 con creatinina y/o cistatina C sobrestiman el
FG de forma muy marcada en estadios 1 y 2 de la enfermedad renal crénica, por lo que
en ellos seria recomendable emplear la ecuacién MDRD. La técnica de referencia empleada
para medir el FG parece tener una influencia muy importante en el sesgo de las ecuaciones.
© 2019 Sociedad Espaiiola de Nefrologia. Publicado por Elsevier Espania, 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

The CKD-EPI equations using creatinine values were devel-
oped to reduce the systematic underestimation that occurred
in the GFR with the MDRD study equation when applied

The estimation of glomerular filtration rate (GFR) is essen-
tial to evaluate kidney function in patients with kidney
transplant. The use of exogenous markers as inulin, iotha-
lamate, ®™Tc-DTPA or °1Cr-EDTA to directly measure GFR
in kidney transplant show that about 40-72% have a
GFR<60mlL/min/1.73m?.13 These techniques are expensive
and not always available for monitorization of kidney func-
tion. This is the reason why different formulas have been
developed to estimate with sufficient precision the kidney
function in patients with chronic kidney disease (CKD) and
in kidney transplant patient. The markers chosen to develop
these equations have been serum creatinine and cystatin C ;
the serum concentration of these substances may be modified
by factors other than GFR in kidney transplant patients.*>

to younger population, female sex and lower serum creati-
nine levels.®’ In the development of the CKD-EPI equation in
2009, patients with higher GFR values were included, which
allowed improving the estimates with respect to the MDRD
equation.®® This improvement is mainly due to the catego-
rization of the population into 4 different groups, which are
represented by 4 equations that use the same variables, but
with different exponents for a given serum value of creati-
nine depending on whether they are greater or lower than
0.7 mg/dL in women and 0.9 mg/dL in men. In 2012, the same
group of researchers tried to improve the predictions of the
equations by incorporating cystatin C as a second marker
of the GFR, observing a slight improvement in its predictive
capacity).” However, the authors themselves concluded that
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the equations with cystatin C and creatinine should not be
used routinely but rather to confirm the existence of kidney
failure.

The studies that have analyzed the validity of the MDRD
and CKD-EPI equations of 2009 in kidney transplant patients
have obtained not uniform results, some found a lower bias
using CKD-EPI with respect to direct GFR measurement, while
others continue to observe a greater overestimation of the GFR
with this CKD-EPI equation,’1%11 and less biases with the
use of MDRD formula.! It has been observed that the CKD-
EPI equation from 2012, has less bias that the MDRD.'?>"'* In
addition it was demonstrated that this estimation of GFR in
transplanted patients correlated with different risk factors.™

The objective of the present study is to analyze the degree
of agreement between the estimated GFR using the MDRD,
CKD-EPI equations 2009 and the new equations CKD-EPI 2012
and the GFR measured by the plasma clearance of °*Cr-EDTA
in kidney transplant patients in a stable clinical condition.

Material and methods

This is a retrospective study that included kidney transplant
patients from the Kidney Transplant Unit of the Regional Uni-
versity Hospital Virgen de las Nievesin Granada. Patients were
over 18 years of age, with stable kidney function and had a
measurement of the GFR one year after transplantation. Of
the 556 available measurements, those who had simultane-
ous determinations of serum creatinine and cystatin C were
selected; only one determination per patient was included in
the study. Therefore, for the analysis we finally have 270 GFR
measurements with >'Cr-EDTA.

The measurement of GFR using the plasma clearance of
S1Cr-EDTA (mmGFR) was performed by the Nuclear Medicine
Service. After a single injection of a standardized dose of the
tracer, blood was drawn at 120 and 240min, and the GFR
was calculated according to the technique used by Bréchner-
Mortensen.'® The values obtained were corrected for the body
surface using the DuBois and DuBois formula.!” The supple-
mentary information (appendix 1) shows the equations used
to calculate the GFR (eGFR) : MDRD4 2006 traceable to IDMS
(eGFR MDRD-IDMS),*® CKD-EPI of creatinine 2009 (€GFR CKD-
EPI-Cr)® and CKD-EPI with creatinine and cystatin C from 2012
(eGFR CKD-EPI-CystC and CKD-EPI-Cr + CystC).?

The values of serum creatinine and cystatin C obtained
on a date coinciding with the measurement of GFR °'Cr-
EDTA were recorded. Serum Creatinine was measured using
the Jaffé technique compensated with traceability to IDMS
(Beckman Coulter AUS5832 autoanalyzer). For a concentra-
tion of 0.78 mg/dL the coefficient of variation was 3.1%, for
1.84mg/dL of 2.2% and for 6.6 mg/dL it was 2.3%. cystatin C
was measured by nephelometry (Immage 800 by Beckman
Coulter) with coefficient of variation intraassay < 1.2% and
interassay < 3.25%. This autoanalyzer uses Trimero Diagnos-
tic reagent with traceability to the certified European material
ERM-DA471/IFCC (Institute for Reference Materials and Mea-
surements, IRMM).

In relation to the statistical analysis; first, it was analyzed,
whether there was a normal distributions of the values using
the Kolmogorov-Smirnov test for the mGFR variables and the

different eGFRs. The mGFR and eGFR-MDRD-IDMS values fol-
lowed a normal distribution while the eGFR values with all the
CKD-EPI equations did not. Therefore, Wilcoxon Test was used
to compare of means of paired samples and the Spearman
correlation analysis for the degree of relationship between
2 quantitative variables. An analysis using multiple linear
regression analysis was conducted where the mGFR was the
dependent variable and the independent variables were: sex,
age, serum creatinine and cystatin C values to explain the
degree of the variance of mGFR with the variables introduced.
The values were analyzed with or without logarithmic trans-
formation as was done in the design of the original equations
of MDRD and CKD-EPI. A p<0.05 was considered statistically
significant. Statistical analysis was performed using SPSS ver-
sion 22 program.

The accuracy of the estimates was expressed by abso-
lute bias, mean square error (root mean square error, RMSE)
and with the values P30 and P10. The absolute bias was cal-
culated as the arithmetic mean of the differences between
eGFR and mGFR. Since the differences may result to be pos-
itive or negative, the deviation between the two measures
may not properly reflect the bias, thus we also calculated the
RMSE done as follows: first the differences between eGFR and
mGFR were calculated, then the resulting value was squared
transformed, the values were added, the arithmetic mean
was obtained and finally its square root is calculated. The
standard deviation of these squared differences were also
calculated. The P30 and P10 values were calculated as the per-
centage of patients whose eGFR value was included in the
30% or 10% above or below the mGFR reference value. The
precision was estimated by the standard deviation of the abso-
lute bias, with the square root of the mean square deviation
and with the interquartile range of the bias. The interquar-
tile range was obtained by subtracting third quartile and first
quartile of the absolute bias values. Finally, we calculated
the values of sensitivity, specificity, negative predictive value,
positive predictive value and degree of concordance (kappa)
for detection of a GFR<60 mL/min/1.73m? with eGFR equa-
tions.

Results

There were 270 patients included in the study and each patient
had the measurement GFR using >’ Cr-EDTA. Table 1 shows the
epidemiological data, the serum creatinine and cystatin C val-
ues and the mGFR of the study population. A 99.6% of patients
were on prednisone (3.5—-5mg/day in 95% of the cases) when
the GFR was measured. Most patients had received cadaveric
graft (89.6%).

The relationship between mGFR and serum concentration
of creatinine and cystatin C

The mGFR (log) correlated significantly with the serum crea-
tinine values (r = -0.64, p<0.001), Fig. 1-A. It is observed that
the values of mGFR were higher in men, and degree of corre-
lation was also greater in male than females (males r = -0.75,
p<0.001; women r=0.58, p <0.001). The mGFR (log) also corre-
lated with cystatin C levels although the r value lower than
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Table 1 - Characteristics of the population studied.

N 270

Age (years) 47 +14 (18-72)

Sex (men/women) 175/95 [64.8%/35.2%)
Diabetics 12 [4.4%)]

Weight (kg) 74.8 +13.4 (42.5-129)
BMI (kg/m? ) 25.6+4.2 (16.4-37.9)
Donor type

Living 28 [10.4%)]

Cadaveric 242 [89.6%]
Prednisone 269 [99.6%]
Tacrolimus 201 [74.4%]
Ciclosporin A 38 [14.1%)]
Rapamycin 17 [6.3%]
Everolimus 14 [5.2%]
Mycophenolate mofetil/M. sodium 255 [94.4%]

Creatinine (mg/dL)
cystatin C (mg/L)
mGFR (mL/min/1.73m? )

1.42 +0.46 (0.60-4.33)
1.45 +0.53 (0.42-3.48)
43.0+11.4 (18.2-79.4)

BMI: body mass index.
Continuous numerical variables ar

e presented as mean + standard

deviation and the ranges are shown within parentheses. Qualita-

tive variables are presented in abs
relative frequencies.

olute count and in brackets the

with Creatinine (r=-0.52, p<0

.001), and it there was not a

difference between males and females (Fig. 1- B).
Generation of linear regression models for mGFR as depen-

dent variable using as predictive variables: sex, age, creatinine
and cystatin C as in the formulas published for CKD-EPI of
2009 and 2012 show multiple correlation coefficients about
0.73 (p<0.001) with adjusted R? values of 0.52. Therefore, in
our kidney transplanted population, only half of the GFR vari-
ability measured with the plasma clearance of >!Cr-EDTA is
explained by regression models that use these variables.

Comparison of mGFR with eGFR MDRD-IDMS and
CKD-EPI-Cr

The estimated eGFR using the MDRD-IDMS and CKD-EPI-Cr
equations was significantly higher (p <0.001) than the mGFR
(Table 2). The degree of correlation of eGFR obtained by the two
methods and mGFR was similar, and the dispersion of values
appear to be very similar (Fig. 2 A,B).

©
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The absolute bias of eGFR CKD-EPI-Cr was higher than the
bias obtained with MDRD-IDMS in the entire group and in
each of the subgroups considering the stages of CKD. Bias of
eGFR CKD-EPI-Cr was considerable in the group with mGFR
>60 mL/min/1.73 m? which became almost 9 mL/min/1.73 m?
higher than the MDRD-IDMS. Considering RMSE, note that
with MDRD-IDMS the values obtained were the lowest for all
CKD stages.

The degree of overestimation of the GFR obtained with the
equation eGFR MDRD-IDMS and CKD-EPI-Cr was not related
to the mGFR value of (Fig. 3 A and Fig. 4 A). However, the over-
estimation was significantly correlated with the estimated
value of eGFR MDRD-IDMS and CKD-EPI-Cr (r=0.75andr=0.83
respectively (Fig. 3B and Fig. 4B)

Comparison of mGFR and eGFR CKD-EPI-CystC and eGFR
CKD-EPI-Cr + CystC

The values of eGFR with CKD-EPI-CystC and CKD-EPI-
Cr+CystC were greater (p<0.001) than the mGFR (Table 2),
being also greater than eGFR MDRD-IDMS globally. In CKD
stage 4 the bias was inferior than that of MDRD-IDMS and
higher in the other stages.

The bias of eGFR CKD-EPI-CystC and CKD-EPI-Cr + CystC
was lower than CKD-EPI-Cr for all stages of CKD. The bias
of eGFR CKD-EPI-CystC had a greater dispersion of values
as compared with CKD-EPI-Cr+CystC and with the rest of
the eGFR equations. Fig. 5 shows the relationship between
eGFR CKD-EPI-CystC and mGFR (A) and CKD-EPI-CystC shown
CystC+Cr and mGFR (B) with correlation coefficients of 0.49
and 0.64, respectively. Some values of eGFR predicted with the
CKD-EPI-CystC equation were excessively high with respect to
mGFR.

The RMSE values were higher with CKD-EPI-CystC than
those obtained with the other 3 equations globally, except in
CKD stage 4 that was similar to eGFR CKD-EPI-Cr. The RMSE
value CKD-EPI-CystC + Cr was higher than MDRD-IDMS in all
CKD stages except 4. Interquartile range of eGFR MDRD-IDMS
bias was the smallest in all stages of CKD.

The bias of eGFR CKD-EPI-CystC did not correlate with
the mGFR value ( Fig. 6A) but did show a strong correla-
tion (r=0.91) with the eGFR CKD-EPI-CystC (Fig. 6B). The bias
of the eGFR CKD-EPI-Cr + CystC did not correlate with mGFR
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Fig. 1 - Relationship between the measured glomerular filtration rate (nGFR) (plasma clearance of >1Cr-EDTA), with values
of creatinine (A) and cystatin C (B). Both sexes are shown separately. mGFR is expressed as logarithm.
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Table 2 - Performance of the equations for estimation of glomerular filtration rate in kidney transplants patients.

Comparison with the measured GFR using the plasma clearance of >Cr-EDTA.

Method Mean + SD Bias+ SD IQR RMSE P10 P30
Total (n=270) :

mGFR 43.0+11.4

eGFR (MDRD-IDMS) 54.1+17.1 (a) 11.1+124 13.6 16.6+28.8 16.7% 48.5%
eGFR (CKD-EPI-Cr) 59.3+20.0 (a) 16.4+14.8 (a) 17.8 22.0+28.8 14,8% 43.3%
eGFR (CKD-EPI-CystC) 58.0+26.9 (a) 15.0+23.5 27.6 27.9+40.2 23,0% 51.9%
eGFR (CKD-EPI-Cr + CystC) 57.2+21.4 (a) 14.1+16.7 (c 21.4 21.9+29.2 20.4% 51.1%
mGFR > 60 (n=22)

mGFR 67.0+5.1

eGFR (MDRD-IDMS) 79.8+15.7 (b) 12.8+15.0 22.7 19.4+23.1 27,3% 59.1%
eGFR (CKD-EPI-Cr) 88.7+16.2 (a) 21.7+15.2 (a) 23.4 26.3+£27.2(c) 18.2% 45,5%
eGFR (CKD-EPI-CystC) 83.7+26.0 (b) 16.5+24.1 415 28.7 +36.8 40.9% 59.1%
eGFR (CKD-EPI-Cr + CystC) 85.1+19.7 (a) 18.2+17.8 30.5 25.2+29.6 36.4% 59.1%
mGFR <60 (n=248)

mGFR 40.9+9.2

eGFR (MDRD-IDMS) 51.9+15.4®) 11.0+12.1 13.1 16.4+23.1 15.7% 47.6%
eGFR (CKD-EPI-Cr) 56.7 +18.2%) 15.9+14.7@) 17.3 21.6+28.9 14.5% 43.1%
eGFR (CKD-EPI-CystC) 55.7 +25.8(®) 14.8+23.5 26.4 27.8+40.5 21.4% 51.2%
eGFR (CKD-EPI-Cr + CystC) 54.7 +19.8() 13.8+16.6 20.9 21.6+£29.2 19% 50.4%
30 < mGFR<60 (n=215)

mGFR 432+7.3

eGFR (MDRD-IDMS) 54.5+14.3() 11.3+124 13.7 16.8+23.7 15.8% 48.8%
eGFR (CKD-EPI-Cr) 59.8 +17.0®) 16.6+15.1() 17.3 22.4+29.61 14% 42.8%
eGFR (CKD-EPI-CystC) 59.5 +25.5() 16.1+24.5 27.7 29.3+£41.7C) 21,9% 50.2%
eGFR (CKD-EPI-Cr + CystC) 58.0+18.7®) 14.7 +17.10) 21.6 22.5+30.0) 18.1% 49.8%
mGFR < 30 (n=33)

mGFR 25.7+3.6

eGFR (MDRD-IDMS) 34.9+10.6@® 9.2+9.6 11.6 13.2+17.1 15.2% 39.4%
eGFR (CKD-EPI-Cr) 36.9+12.1® 11.2+11.1@) 12.6 15.7 +£20.2) 18.2% 45,5%
eGFR (CKD-EPI-CystC) 32.7 £13.20) 7.0+13.5 18.7 15.0£19.8 18.2% 57.6%
eGFR (CKD-EPI-Cr + CystC) 33.3+11.50) 7.6+11.3 13.5 13.4+134 24.2% 54.5%

mGFR: GFR measured with >'Cr-EDTA,; Bias: eGFR - mGFR. ; eGFR: GFR estimated with equation; Values are expressed in mL/min/1.73 m?, SD:
Standard Deviation; IQR: interquartile range, RMSE: root mean square error or mean square error. P10 or P30: percentage of patients included

in a range of 10% or 30% of the value of measured mGFR.

® p<0.001.

®) p<0.05 as compared with mGFR.
(9 p<0.005 as compared with MDRD-IDMS.
(@ No significant differences were observed in P10 and P30 as compared with MDRD-IDMS.
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(Fig. 7A) but it highly correlated with eGFR CKD-EPI-Cr + CystC
(r=0.85) (Fig. 7B). With both equations there were important
overestimations as compared with mGFR that became even
more than 80 mL/min/1.73 m? with CKD-EPI-CystC and above
70 mL/min/1.73 m? with CKD- EPI-Cr + CystC).

Comparison of accuracy values of P10 and P30,
sensitivity, specificity and predictive values

A mGFR<60mL/min/1.73m? was observed in 91.9% of the
transplanted patients, while with MDRD-IDMS and CKD-EPI-
Cr it was found in 67% and 56.3% respectively and with
CKD-EPI-CystC and CKD-EPI-CystC+Cr in in 61.1% and 57.8%
respectively. Table 2 show the precision values of P10 and P30
for the four equations of eGFR. The P30 values were similar
for MDRD-IDMS, CKD-EPI-CystC and CKD-EPI-Cr + CystC and
were greater than CKD-EPI-Cr in stages 1+ 2 and stage 3, while
in stage 4 the P30 values were higher for CKD-EPI-CystC and
CKD-EPI-Cr + CystC. The P10 values were higher with CKD-
EPI-CystC and CKD-EPI-Cr+CystC in virtually all stages as
compared with MDRD-IDMS and CKD-EPI-Cr.

As far as ability to detect an GFR <60 mL/min/1.73 m? it was
noted that MDRD-IDMS shows most sensitivity (Table 3) with
a specificity somewhat lower than CKD-EPI-Cr+CystC. The
positive predictive value was similar in all equations, while
the negative predictive value was slightly higher with MDRD-
IDMS.

Concordance according to CKD stages

Table 4 shows the degree of concordance of the equations of
eGFR in the classification of all stages of CKD and in assess-
ment of GFR < 60 mL/min/1.73 m?. The coefficients kappa were
low for all equations, the highest coefficient corresponded
to the MDRD-IDMS equation followed by CKD-EPI-Cr + CystC.
The coefficients were somewhat higher in the assessment of
patients with mGFR <60 mL/min/1.73 m?.

The low concordance was mainly due to a change in clas-
sification of patients from stages 2, 3 and 4 with mGFR to
stages 1, 2 and 3 with the eGFR equations (Fig. 8). The percent
of patients misclassified were low for MDRD-IDMS in stages

Table 3 - Sensitivity (S), specificity (SP), positive
predictive value (PPV) and negative predictive value

(NPV) of the different eGFR estimation equations to
detect GFR < 60 mL/min/1, 73 m?2 measured with the
plasma clearance of >!Cr-EDTA.

S (%) SP (%) PPV (%) NPV (%)
MDRD-IDMS 72.2 90.9 98.9 225
CKD-EPI-Cr 60.9 955 99.3 17.8
CKD-EPI-CistC 64.9 81.8 97.6 17.1
CKD-EPI-Cr + CistC 62.9 100 100 193

2 and 3 and higher in stage 4; misclassification was lower
for the stage 4 with CKD-EPI-Cr+ CystC and CKD-EPI-CystC.
Fig. 9 shows the percentage of correct classification of CKD
stages 2, 3 and 4 using the four eGFR equations; MDRD-IDMS
classified more patients correctly in stages 2 and 3 and that
CKD-EPI-Cr + CistC or CKD-EPI-CistC were more efficient for
the classification of patients in stage 4.

Discussion

Serum creatinine (Cr) is the main marker of kidney function
(GFR) being used in daily clinical practice. But, the relation-
ship between serum Cr and GFR is not as close as one would
expect, especially in kidney transplants. In our kidney trans-
plant patients after one year of follow up, only about 50% of
the change in mGFR could be predicted by serum creatinine,
cystatin C, sex and age, indicating that there are other very
influential beyond our control variables. The same problem
arises with the different equations to estimate GFR published
in the literature. One point has to be taken into consideration,
in kidney transplants the serum creatinine levels have a differ-
ent relationship with GFR than in non-transplanted patients,
which causes a overestimation of the actual kidney function
calculated with these equations.®°

Steroids modify the serum creatinine/muscle mass ratio
and may cause a discrepancy between serum Cr levels and
kidney function, however other factors may be involved. Some
studies indicate that in patients not taking steroids there is
less overestimation of GFR however this effect is not that



60 NEFROLOGIA.2020;40(1):53-65

NE S NE 80 I
@ . I ° © Waién
- 704 e Male a 4 - 704 a A haujele
< A Female| = °
1S
£ 60 o S 60+ °
£ | £ °
~ A

< sl a0 = 1 A e
£ 50 & 8 & £ 5o A 2 a
a o4 8 a ° °
w R u o 4
5 ° 5 Ao (d
540 o 87 2% o 5 a0 0, 4 2 o °
0 a A, o b a é a -
i 0.0.° age o [ o, 0 a"g0 o
o 3 OB o G %0 s, © o e a

o ° L]
E © gty et E 8 w® Bo eh o °
o 20] oot A g 20 2 T O, . R
8 o o £ X &8 °
3 Dotia WY 2 FCEAREN "

g o o ° A S Ao L ] ° ° a
£ 10 U3~k w IS o poofs 2 oty i
S o, ® Ay 4, o ° é ® a0,
a (G-l T AL T o8y 0 8% © o0
g L YN -&-" o2 woo L i - ST G RN
04 B PR he AT, S W : =3 230403 a
g ARRTAX LS 0 Yapa i A
o s Qo4 e 1=0.85 o A 0o o 4 ¢
£ soe® P<0.001 £ oo
<0.!
2 °a 2 ° .
10 20 30 40 50 60 70 8 90 100 110 120 130 %10 20 30 40 50 60 70 80 90

eGFR CKD-EPI-cr+Cistc (mL/min/1,73 m?)

mGFR 31 cr-EDTA (mL/min/1,73 m?)
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Table 4 - Coefficients kappa of concordance in the staging of chronic kidney disease (CKD) using different eGFR

equations: MDRD-IDMS, CKD-EPI-Cr, CKD-EPI-CistC and CKD-EPI-Cr + CystC in relation to the glomerular filtration
measured with the plasma clearance of >*Cr-EDTA.

mGFR <60 mL/min/1.73 m?

All CKD stages

Method Concordance (95% CI) p Concordance (95% CI) p
eGFR (MDRD-IDMS) 0.23 (0.13; 0.33) 0.002 0.26 (0.16; 0.36) <0.001
eGFR (CKD-EPI-Cr) 0.08 (0.01; 0.16) 0,012 0.19 (0.11; 0.27) <0.001
eGFR (CKD-EPI-CystC) 0.15 (0.07; 0.23) < 0.001 0.17 (0.08; 0.26) <0.001
eGFR (CKD-EPI-Cr + CystC) 0.17 (0.09; 0.25) <0.001 0.22 (0.14; 0.30) <0.001
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Fig. 8 — Percentage of patients reclassified in different CKD stages according to the eGFR equation used.

prednisone, so we could not analyze a discrepancy between
serum creatinine values and the GFR.

cystatin C is potentially a better marker than creatinine
for assessment of GFR because it is less influenced by age,
gender, race, body weight or muscle mass. In our case, the

evident with time after transplantation.* Other authors have
failed to show an effect of steroids’'* and some authors con-
sider that the low dose of steroids used in long-term patients
should not have an effect on serum creatinine/muscle mass
ratio.? In our study, most patients were on a very low doses of
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correlation of mGFR with cystatin C was lower than with crea-
tinine, but it was observed that with cystatin C the differences
related to sex were corrected (Fig. 1B). Also it has been reported
that cystatin C levels can be discretely raised by high doses
o of steroids, without a true change in GFR.%'* The use of
trimetroprim may affect the calculation of GFR although it
would have less impact on long-term stable transplantation.?
Thyroid hormones may decrease serum creatinine levels
and raise cystatin C levels; most transplant patients should
not have thyroid pathology, so the overall impact must be
low.”

Since the arrival of the MDRD-IDMS equation, several equa-
tions have been published by the CKD-EPI group to trying
to improve the estimation of the GFR. Publications on the
performance of these equation show nonuniform results..
Stevens et al.'® evaluated in kidney transplants of the CKD-
EPI equation of 2009, observing that the overall bias was lower
with CKD-EPI than with MDRD-IDMS formulas, with small dif-
ferences between transplanted and non-transplanted, which
was considered of low impact. However, the graphics revealed
that at for a GFR > 60 mL/min/1.73 m2, the overestimation with
CKD-EPIis greater than 10 mL/min/1.73 m?, which is more bias
than with MDRD-IDMS equation. For GFR < 60 mL/min/1.73 m?,
the bias is marginal and similar for both equations. In patients
with a body mass index lower than 20kg/m?, all the equa-
tions performed poorly, so it was suggested using body weight
to improve predictions.® Therefore, in this study there were
doubts about whether it was convenient the application of
the CKD-EPI-Cr equation in kidney transplant patients with
high GFR. Subsequent comparative studies in kidney trans-
plant recipients also found greater precision and less bias with
CKD-EPI-Cr than with MDRD-IDMS?%-23 with a few studies sup-
porting it.’* In 2012 Inker et al.’ published the new CKD-EPI
equations that included creatinine and cystatin C; the kid-
ney transplanted population was not included because they
had many other not well defined factors that may affect the
results.

Our study observed a significant overestimation of GFR
in kidney transplants patients using the MDRD-IDMS and
the CKD-EPI equations of 2009 and 2012 as compared with
the GFR measured as the plasma clearance with *1Cr-EDTA.
The average bias for MDRD-IDMS was 11.1 mL/min/1.73 m?
followed by 14.1mL/min/1.73m? for CKD- EPI-Cr+CystC,
and it was greater for the other equations. The bias
obtained in our study is greater than the observed in
previous studies in kidney transplant patients which var-
ied for CKD-EPI-Cr from -4.5-8.1ml/min/1.73m? 101120
although others reached values similar to ours. With the
new 2012 CKD-EPI equations, Masson et al.’” found in
kidney transplants a bias of —0.54mL/min/1.73m? for CKD-
EPI-Cr +CystC and —2.82mL/min/1.73m? for CKD-EPI-CystC,
which is less bias than MDRD-IDMS and CKD-EPI-Cr. How-
ever, Keddis et al.’> observed a bias of —5mL/min/1.73m?
and —8.7mL/min/1.73m?, for CKD-EPI-Cr+ CystC and CKD-
EPI-CystC respectively and —1.9 for MDRD-IDMS. Kukla
et al' found a bias of +9mL/min/1.73m? for CKD-
EPI-Cr +CystC, +8.6mL/min/1.73m? for CKD-EPI-CystC and
6.4 mL/min/1.73 m? for MDRD-IDMS. This result of a lower bias
for MDRD-IDMS is similar to the results reported in the present
article.

In the present article, the bias observed correlated
with the estimated value obtained with all the equa-
tions as shown in Figs. 3,4,6 and 7, being particularly
striking with the equations CKD-EPI-CystC and CKD-EPI -
Cr+CystC. The bias observed did not correlate with the
mGFR obtained with plasma clearance of *'Cr-EDTA. The
use of the cystatin C equations in our study overestimated
kidney function in patients with higher GFR, so reducing
the percentage of patients correctly classified as seen in
gifgures 8 and 9. In these patients the use of the MDRD-
IDMS equation could be more reliable since it is more
conservative,1?224

The differences observed in the biases between different
series are usually attributed to the demographic variable itself
and to possible differences in the techniques of measure-
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ment of creatinine and cystatin C if they are not standardized,
putting little emphasis on the method used to measure the
GFR or the fact that they are kidney transplanted patients.? In
a study that compared the bias in a healthy population (kid-
ney donors) with a population of transplanted patients with
renal insufficiency, it was observed that age greatly influenced
the degree of bias, with kidney transplants always less than
healthy individuals.?!

Published studies on kidney transplants have used differ-
ent techniques for measuring GFR: plasma clearance of inulin,
iohexol, iothalamate, or plasma clearance of >Cr-EDTA or
99mTc-DTPA that although they exhibit a correlation coeffi-
cients exceeding 0.9 with respect to the renal clearance of
inulin as standard, each technique has its own bias. Thus, it
is somewhat difficult to compare results from different stud-
ies with different methodologies and conclusions are not easy
to obtain.? For example, GFR values obtained with the renal
clearance of inulin are low. Plasma clearance of **™Tc-DTPA
or >1Cr-EDTA provides higher values of GFR than the inulin
renal clearance.”” In the work of Inker et al.’ the equations
were developed using urinary or plasma clearance of iotha-
lamate and for validation it was used a population in which
a wide variety of methods were used to measure GFR, so
the biases found are an average of what one would expect
when comparing populations with different techniques. To
validate the equation CKD-EPI-Cr+CystC, Masson et al.’?
used urinary clearance of inulin while Keddis et al.’® and
Meeusen et al.’® used iothalamate clearance. The population
of Keddis and Meeusen had a similar average GFR, with sim-
ilar sex ratio and average age (they come in part from the
same data source, Mayo Clinic Foundation). The population
of Masson et al.’” had were relatively young with a higher
proportion of men and patients with < 15mL/min/1.73 m?
were excluded; and despite of this in their series the average
GFR was 5mL/min/1.73m? lower for similar values of creati-
nine and cystatin C. Our population was younger, proportion
of men was similar, somewhat lower serum levels of crea-
tinine and cystatin C despite of which we obtained a GFR
7-12mL/min/1.73m 2 lower than the other series, using the
plasma clearance of °1Cr-EDTA to measure GFR. This could
explain that our biases were greater than in these men-
tioned series and that were similar to those observed in other
studies.'%?6

The bias as an adjustment parameter of 2 techniques
just calculates the differences between the 2 measurements,
and arithmetic mean was then calculated. Linear regression
generates an equation seeking to minimize residuals. Large
positive differences will be canceled by large negative dif-
ferences, with the appearance that both techniques fit very
well if the bias obtained is close to zero. However, consider-
ing the standard deviation or the interquartile range of bias,
the impact of these large differences on the overall adjust-
ment are better described: the greater the bias deviation, the
greater the mistake made in many individuals. The standard
deviation of the bias obtained by the different studies ranges
fom 10-20 mL/min/1.73 m?, similar to the data obtained in our
study and the analysis of the Bland-Altman graphs of the
different studies reveals that there is a large dispersion in
the differences of the individual data. Figs. 3,4,6,7 shows that

for a specific eGFR value from each equation the error made
grows significantly in patients with GFR>60 mL/min/1.73 m?,
reaching differences of more than 80-100 mL/min/1.73 m? for
equations using cystatin C. The study by Inker et al.° also men-
tioned that the equation that only includes cystatin C provides
worse results than if used with creatinine.

Some authors prefer to use of the values of mean square
deviation or RMSE to compare different equations, because
they better reflect individual differences by computing all dif-
ferences as positive and averaging them. In our study, with
MDRD-IDMS there were obtained lower RMSE values that
were similar to the other equations in patients with stage 4
CKD.

The accuracy values P30 and P10 observed in our pop-
ulation were much lower for all the equations than those
observed in other series, being less than 40.9% and 59.1%
respectively. In other series, values of 77-84 % are found
when moving from MDRD-IDMS to CKD-EPIY'! and they
increase from 80.4%-86.5% when moving from MDRD-IDMS
to CKD-EPI-Cr+CystC."® Inker et al.” found P30 values that
improved discreetly from 87.2% with CKD-EPI-Cr to 91.5%
with CKD-EPI-Cr+ CystC when GFR<60mL/min/1.73m? and
rose from 92.2 % at 97.7% when GFR>60mL/min/1.73m?.
This apparent lack of performance in our population could
be explained if we assume that the GFR with *'Cr-EDTA
yields measurements between 5 and 10mL/min lower than
other GFR measurement techniques. In any case, in our
data it seems that the degree of improvement achieved in
P30 with CKD-EPI-Cr + CistC is not quantitatively important
with respect to the other equations that use only creati-
nine.

Our study analyzed the performance of the different equa-
tions to detect a GFR<60mL/min/1.73m?. It was observed
that the MDRD-IDMS equation showed the highest sensi-
tivity, while the highest specificity was obtained with the
CKD-EPI-Cr + CystC equation, which is expected since the lat-
ter results in estimates greater than MDRD-IDMS and when
creatinine and cystatin C levels are sufficiently elevated, the
estimate for GFR are clearly below 60mL/min/1.73 m?. Pos-
itive predictive values are similar for all equations while
negative predictive values are slightly better for CKD-EPI equa-
tions.

A strong positive aspect of the present study is the mea-
surements of GFR in all patients one year after receiving
the graft, which adds homogeneity to the study population.
In most series, the measurements of GFR were obtained at
different times during the follow up after the kidney trans-
plant, the relationship between muscle mass, nutritional
status and steroid dose may change with time, therefore
relationship between serum creatinine and the degree of func-
tion may not be the same throughout the time after the
transplant. A limitation of our study is not being able to
analyze the influence of the steroid dose, because the most
patients were on prednisone at low doses as the mainte-
nance treatment, although this also brings homogeneity to
the population analyzed. It would be of interest to compare
in patients with the same period after transplant, 2 different
measurement of GFR using different techniques and evalu-
ate the differences in the bias between the equations CKD-EPI
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and MDRD-IDMS and the mGFR measured by different tech-
niques.

In summary, in the kidney transplant population the GFR
estimated by the CKD-EPI equations that use serum crea-
tinine and cystatin C as markers of kidney function, show
a greater bias than the MDRD-IDMS equation and the GFR
is measure by plasma clearance of *'Cr-EDTA. These equa-
tions produce a significant overestimation of the GFR if the
eGFR is greater than 60 mL/min/1.73 m?, however the the error
obtained is reduced below the observed with the MDRD-IDMS
equation if the GFR is less than 30 mL/min/1.73 m?. The degree
of precision with all the equations was low in all stages of
the CKD. It is important to take into consideration the refer-
ence technique used to measure GFR in kidney transplants
when analyzing the performance of the different MDRD-IDMS
or CKD-EPI equations.

The technique to measure GFR may explain the discrepan-
cies between different reports in the literature comparing the
degree of precision of the different equations.
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Appendix A.

The equations used to estimate glomerular filtration rate
(eGFR) based on serum creatinine levels (Cr) standardized
to IDMS and/or serum cystatin C levels (CystC) are detailed
below.
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MDRD-IDMS equation with creatinine(18) :
eGFR = 175 x Creatinine 114 x Age 0295 x 1,212 (if black) (x 0.742 if female)
CKD-EPI equation with creatinine(6) :

- Women:

Cr<0.7 mg/dL: eGFR =144 x (Cr / 0.7) "*32°x 0.993 “8°(x 1.159 if black)
Cr>0.7 mg/ dL: eGFR = 144 x (Cr / 0.7) ™22 x 0.993 4 (x 1.159 if black)

- Men:

Cr<0.9 mg/dL: eGFR =141 x (Cr / 0.9) %41 x 0.993 #&* (x 1.159 if black)

Cr>0.9 mg/ dL: eGFR = 141 x (Cr / 0.9) "12%x 0.993 A& (x 1.159 if black)

CKD-EPI equation with cystatin C (9)

Cystatin C< 0.8 mg/ L: eGFR = 133 x (CystC / 0.8) “94%x 0.996 “¢°(x 0.932 if female)
Cystatin C>0.8 mg/ L: eGFR = 133 x (CystC / 0.8) "1-328x 0.996 "¢ (x 0.932 if female)
Equation CKD-EPI with creatinine and cystatin C (9):

- Woman and creatinine £ 0.7 mg / dL and cystatin C< 0.8 mg/ L:

eGFR =130 x (Cr/ 0.7) %2%x (CystC / 0.8) "%375x 0.995 “&* (x 1.08 if black race)
- Woman and creatinine £ 0.7 mg / dL and cystatin C>0.8 mg / L:

eGFR =130 x (Cr/ 0.7) %2 x (CystC/ 0.8) %71 x 0.995 “e¢(x 1.08 if black race)

- Woman and creatinine > 0.7 mg / dL and cystatin C<0.8 mg/ L:

eGFR =130 x (Cr/ 0.7) %% x (CystC / 0.8) *37>x 0.995 “&¢(x 1.08 if black race)
- Woman and creatinine > 0.7 mg / dL and cystatin C>0.8 mg / L:

eGFR =130 x (Cr / 0.7) 2% x (CystC / 0.8) %71 x 0.995 “&® (x 1.08 if black race)
- Male and creatinine £ 0.9 mg / dL and cystatin C< 0.8 mg / L:

eGFR =135 x (Cr / 0.9) 70297 x (CystC / 0.8) %375 0.995 “&°(x 1.08 if black race)
- Male and creatinine £ 0.9 mg / dL and cystatin C > 0.8 mg / L:

eGFR =135 x (Cr / 0.9) %27 x (CystC / 0.8) %711 x 0.995 "¢ (x 1.08 if black race)
- Male and creatinine > 0.9 / dL and cystatin C<0.8 mg/ L:

eGFR =135 x (Cr / 0.9) %1 x (CystC / 0.8) *7>x 0.995 “*(x 1.08 if black race)

- Male and creatinine > 0.9 mg / dL and cystatin C> 0.8 mg / L:

eGFR =135 x (Cr / 0.9) %60 x (CystC/ 0.8) 711x 0.995 "¢ (x 1.08 if black race)



NEFROLOGIA.2020;40(1):53-65

65

REFERENCES

10.

11.

12.

13.

. Masson I, Flamant M, Maillard N, Rule AD, Vrtovsnik F, Peraldi

MN, et al. MDRD versus CKD-EPI equation to estimate
glomerular filtration rate in kidney transplant recipients.
Transplantation. 2013;95:1211-7.

. White C, Akbari A, Hussain N, Dinh L, Filler G, Lepage N, et al.

Estimating Glomerular Filtration Rate in Kidney
Transplantation: A Comparison between Serum Creatinine
and cystatin C-Based Methods. ] Am Soc Nephrol.
2005;16:3763-70.

. White C, Akbari A, Hussain N, Dinh L, Filler G, Lepage N, et al.

Chronic kidney disease stage in renal transplantation
classification using cystatin C and creatinine-based
equations. Nephrol Dial Transplant. 2007;22:3013-20.

. Risch L, Herklotz R, Blumberg A, Huber AR. Effects of

glucocorticoid immunosuppression on serum cystatin C
concentrations in renal transplant patients. Clin Chem.
2001;47:2055-9.

. Fricker M, Wiesli P, Brandle M, Schwegler B, Schmid Ch.

Impact of thyroid dysfunction on serum cystatin C. Kidney
Int. 2003;63:1944-7.

. Levey AS, Stevens LA, Schmid CH, Zhang YL, Castro AF 3rd,

Feldman HI, et al. CKD-EPI (Chronic Kidney Disease
Epidemiology Collaboration). A new equation to estimate
glomerular filtration rate. Ann Intern Med. 2009;150:604-12.

. Levey AS, Bosch JP, Lewis JB, Greene T, Rogers N, Roth D.

Modification of Diet in Renal Disease Study Group. A more
accurate method to estimate glomerular filtration rate from
serum creatinine: a new prediction equation. Ann Intern
Med. 1999;130:461-70.

. Stevens LA, Schmid CH, Zhang YL, Coresh J, Manzi J, Landis R,

et al. Development and validation of GFR-estimating
equations using diabetes, transplant and weight. Nephrol
Dial Transplant. 2010;25:449-57.

. Inker LA, Schmid CH, Tighiouart H, Eckfeldt JH, Feldman HI,

Greene T, et al. CKD-EPI Investigators. Estimating glomerular
filtration rate from serum creatinine and cystatin C. N Engl J
Med. 2012;367:20-9.

Zahran A, Qureshi M, Shoker A. Comparison between
creatinine and cystatin C-based GFR equations in renal
transplantation. Nephrol Dial Transplant. 2007;22:2659-68.
White CA, Akbari A, Doucette S, Fergusson D, Knoll GA.
Estimating Glomerular Filtration Rate in Kidney
Transplantation: Is the New Chronic Kidney Disease
Epidemiology Collaboration Equation Any Better? Clin Chem.
2010;56:474-7.

Masson I, Maillard N, Tack I, Thibaudin L, Dubourg L, Delanaye
P, et al. GFR estimation using standardized cystatin C in
kidney transplant recipients. Am J Kidney Dis. 2013;61:279-84.
Meeusen JW, Rule AD, Voskoboev N, Baumann NA, Lieske JC.
Performance of cystatin C- and creatinine-based estimated
glomerular filtration rate equations depends on patient
characteristics. Clin Chem. 2015;61:1265-72.

14.

15.

16.

17.

18.

19.

20.

21.

22.

23.

24.

25.

26.

Kukla A, Issa N, Jackson S, Spong R, Foster MC, Matas AJ, et al.
cystatin C enhances glomerular filtration rate estimating
equations in kidney transplant recipients. Am ] Nephrol.
2014;39:59-65.

Keddis MT, Amer H, Voskoboev N, Kremers WK, Rule AD,
Lieske JC. Creatinine-Based and cystatin C-Based GFR
Estimating Equations and Their Non-GFR Determinants in
Kidney Transplant Recipients. Clin ] Am Soc Nephrol.
2016;11:1640-9.

Brechner-Mortensen J. A simple method for the
determination of glomerular filtration rate. Scand J Clin Lab
Invest. 1972;30:271-4.

DuBois D, DuBois EF. A formula to estimate the approximate
surface area if height and weight be known. Arch Intern Med.
1916;17:863-71.

Levey AS, Coresh J, Greene T, Stevens LA, Zhang YL,
Hendriksen S, et al. Chronic Kidney Disease Epidemiology
Collaboration. Using standardized serum creatinine values in
the modification of diet in renal disease study equation for
estimating glomerular filtration rate. Ann Intern Med.
2006;145:247-54.

Stevens LA, Schmid CH, Greene T, Zhang YL, Beck GJ, Froissart
M, et al. Comparative Performance of the CKD Epidemiology
Collaboration (CKD-EPI) and the Modification of Diet in Renal
Disease (MDRD) Study Equations for Estimating GFR Levels
Above 60 mL/min/1.73 m?. Am ] Kidney Dis. 2010;56:486-95.
Pbge U, Gerhardt T, Stoffel-Wagner B, Sauerbruch T, Woitas
RP. Validation of the CKD-EPI formula in patients after renal
transplantation. Nephrol Dial Transplant. 2011;26:4104-8.
Murata K, Baumann NA, Saenger AK, Larson TS, Rule AD,
Lieske JC. Relative performance of the MDRD and CKD-EPI
equations for estimating glomerular filtration rate among
patients with varied clinical presentations. Clin ] Am Soc
Nephrol. 2011;6:1963-72.

Pbge U, Gerhardt T, Stoffel-Wagner B, Palmedo H, Klehr HU,
Sauerbruch T, et al. Prediction of glomerular filtration rate in
renal transplant recipients: cystatin C or modification of diet
in renal disease equation? Clin Transplant. 2006;20:200-5.
Buron F, Hadj-Aissa A, Dubourg L, Morelon E, Steghens JP,
Ducher M, et al. Estimating glomerular filtration rate in
kidney transplant recipients: performance over time of four
creatinine-based formulas. Transplantation. 2011;92:1005-11.
Kukla A, El-Shahawi Y, Leister E, Kasiske B, Mauer M, Matas A,
et al. GFR-estimating models in kidney transplant recipients
on a steroid-free regimen. Nephrol Dial Transplant.
2010;25:1653-61.

Rehling M, Mgller ML, Thamdrup B, Lund JO, Trap-Jensen J.
Simultaneous measurement of renal clearance and plasma
clearance of 99mTc-labelled
diethylenetriaminepenta-acetate, 51Cr-labelled
ethylenediaminetetra-acetate and inulin in man. Clin Sci
(Lond). 1984;66:613-9.

Medeiros FS, Sapienza MT, Prado ES, Agena F, Shimizu MH,
Lemos FB, et al. Validation of plasma clearance of 51Cr-EDTA
in adult renal transplant recipients: comparison with inulin
renal clearance. Transpl Int. 2009;22:323-31.


http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0005
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0005
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0005
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0005
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0005
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0005
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0005
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0005
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0005
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0005
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0005
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0005
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0005
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0005
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0005
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0005
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0005
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0005
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0005
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0005
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0005
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0005
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0005
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0005
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0005
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0005
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0005
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0005
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0005
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0005
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0005
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0005
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0005
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0005
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0005
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0005
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0005
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0005
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0005
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0005
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0005
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0005
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0005
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0005
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0005
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0005
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0005
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0005
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0010
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0010
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0010
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0010
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0010
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0010
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0010
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0010
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0010
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0010
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0010
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0010
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0010
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0010
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0010
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0010
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0010
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0010
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0010
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0010
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0010
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0010
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0010
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0010
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0010
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0010
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0010
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0010
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0010
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0010
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0010
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0010
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0010
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0010
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0010
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0010
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0010
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0010
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0010
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0010
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0010
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0010
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0010
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0010
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0010
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0010
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0010
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0010
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0010
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0010
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0010
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0010
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0010
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0010
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0010
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0010
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0010
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0015
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0015
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0015
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0015
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0015
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0015
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0015
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0015
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0015
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0015
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0015
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0015
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0015
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0015
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0015
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0015
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0015
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0015
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0015
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0015
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0015
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0015
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0015
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0015
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0015
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0015
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0015
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0015
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0015
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0015
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0015
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0015
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0015
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0015
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0015
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0015
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0015
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0015
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0015
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0015
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0015
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0015
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0015
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0015
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0015
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0015
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0015
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0015
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0015
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0015
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0015
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0015
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0015
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0015
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0020
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0020
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0020
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0020
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0020
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0020
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0020
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0020
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0020
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0020
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0020
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0020
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0020
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0020
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0020
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0020
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0020
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0020
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0020
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0020
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0020
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0020
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0020
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0020
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0020
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0020
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0020
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0020
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0020
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0020
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0020
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0020
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0020
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0020
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0020
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0025
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0025
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0025
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0025
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0025
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0025
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0025
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0025
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0025
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0025
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0025
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0025
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0025
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0025
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0025
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0025
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0025
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0025
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0025
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0025
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0025
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0025
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0025
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0025
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0025
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0025
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0025
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0025
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0025
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0025
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0025
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0025
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0025
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0025
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0025
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0025
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0025
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0025
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0025
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0030
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0030
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0030
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0030
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0030
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0030
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0030
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0030
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0030
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0030
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0030
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0030
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0030
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0030
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0030
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0030
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0030
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0030
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0030
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0030
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0030
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0030
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0030
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0030
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0030
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0030
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0030
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0030
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0030
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0030
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0030
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0030
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0030
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0030
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0030
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0030
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0030
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0030
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0030
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0030
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0030
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0030
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0030
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0030
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0030
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0030
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0030
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0030
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0030
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0030
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0030
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0030
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0030
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0030
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0030
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0035
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0035
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0035
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0035
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0035
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0035
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0035
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0035
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0035
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0035
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0035
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0035
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0035
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0035
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0035
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0035
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0035
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0035
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0035
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0035
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0035
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0035
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0035
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0035
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0035
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0035
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0035
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0035
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0035
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0035
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0035
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0035
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0035
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0035
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0035
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0035
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0035
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0035
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0035
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0035
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0035
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0035
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0035
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0035
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0035
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0035
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0035
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0035
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0035
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0035
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0035
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0035
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0035
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0035
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0035
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0035
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0035
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0035
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0035
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0035
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0035
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0035
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0035
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0035
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0035
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0035
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0035
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0035
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0040
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0040
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0040
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0040
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0040
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0040
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0040
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0040
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0040
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0040
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0040
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0040
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0040
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0040
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0040
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0040
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0040
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0040
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0040
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0040
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0040
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0040
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0040
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0040
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0040
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0040
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0040
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0040
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0040
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0040
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0040
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0040
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0040
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0040
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0040
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0040
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0040
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0040
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0040
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0040
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0040
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0040
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0040
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0040
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0040
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0040
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0040
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0040
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0045
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0045
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0045
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0045
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0045
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0045
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0045
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0045
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0045
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0045
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0045
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0045
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0045
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0045
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0045
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0045
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0045
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0045
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0045
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0045
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0045
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0045
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0045
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0045
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0045
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0045
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0045
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0045
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0045
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0045
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0045
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0045
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0045
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0045
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0045
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0045
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0045
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0045
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0045
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0045
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0045
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0045
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0045
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0045
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0045
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0045
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0045
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0045
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0050
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0050
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0050
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0050
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0050
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0050
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0050
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0050
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0050
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0050
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0050
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0050
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0050
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0050
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0050
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0050
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0050
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0050
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0050
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0050
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0050
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0050
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0050
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0050
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0050
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0050
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0050
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0050
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0050
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0050
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0050
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0050
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0050
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0050
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0050
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0055
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0055
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0055
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0055
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0055
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0055
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0055
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0055
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0055
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0055
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0055
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0055
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0055
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0055
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0055
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0055
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0055
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0055
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0055
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0055
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0055
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0055
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0055
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0055
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0055
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0055
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0055
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0055
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0055
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0055
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0055
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0055
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0055
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0055
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0055
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0055
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0055
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0055
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0055
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0055
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0055
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0055
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0055
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0055
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0055
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0055
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0055
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0055
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0055
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0055
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0055
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0060
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0060
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0060
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0060
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0060
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0060
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0060
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0060
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0060
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0060
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0060
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0060
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0060
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0060
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0060
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0060
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0060
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0060
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0060
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0060
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0060
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0060
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0060
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0060
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0060
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0060
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0060
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0060
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0060
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0060
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0060
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0060
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0060
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0060
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0060
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0060
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0060
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0060
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0060
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0060
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0060
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0060
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0060
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0060
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0060
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0060
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0065
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0065
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0065
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0065
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0065
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0065
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0065
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0065
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0065
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0065
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0065
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0065
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0065
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0065
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0065
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0065
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0065
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0065
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0065
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0065
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0065
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0065
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0065
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0065
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0065
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0065
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0065
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0065
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0065
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0065
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0065
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0065
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0065
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0065
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0065
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0065
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0065
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0065
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0065
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0065
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0065
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0065
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0065
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0065
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0065
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0070
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0070
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0070
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0070
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0070
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0070
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0070
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0070
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0070
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0070
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0070
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0070
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0070
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0070
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0070
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0070
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0070
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0070
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0070
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0070
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0070
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0070
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0070
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0070
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0070
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0070
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0070
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0070
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0070
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0070
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0070
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0070
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0070
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0070
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0070
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0070
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0070
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0070
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0070
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0070
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0070
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0070
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0070
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0070
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0070
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0070
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0070
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0070
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0075
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0075
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0075
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0075
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0075
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0075
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0075
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0075
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0075
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0075
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0075
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0075
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0075
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0075
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0075
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0075
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0075
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0075
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0075
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0075
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0075
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0075
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0075
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0075
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0075
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0075
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0075
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0075
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0075
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0075
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0075
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0075
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0075
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0075
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0075
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0075
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0075
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0075
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0075
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0075
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0075
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0075
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0075
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0075
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0075
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0075
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0075
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0075
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0075
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0075
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0080
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0080
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0080
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0080
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0080
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0080
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0080
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0080
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0080
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0080
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0080
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0080
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0080
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0080
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0080
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0080
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0080
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0080
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0080
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0080
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0080
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0080
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0080
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0080
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0080
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0080
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0080
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0080
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0080
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0080
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0080
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0085
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0085
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0085
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0085
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0085
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0085
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0085
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0085
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0085
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0085
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0085
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0085
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0085
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0085
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0085
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0085
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0085
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0085
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0085
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0085
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0085
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0085
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0085
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0085
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0085
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0085
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0085
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0085
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0085
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0085
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0085
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0085
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0085
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0085
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0085
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0090
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0090
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0090
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0090
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0090
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0090
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0090
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0090
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0090
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0090
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0090
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0090
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0090
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0090
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0090
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0090
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0090
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0090
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0090
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0090
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0090
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0090
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0090
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0090
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0090
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0090
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0090
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0090
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0090
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0090
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0090
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0090
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0090
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0090
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0090
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0090
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0090
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0090
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0090
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0090
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0090
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0090
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0090
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0090
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0090
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0090
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0090
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0090
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0090
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0090
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0090
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0090
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0090
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0090
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0090
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0090
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0090
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0090
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0090
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0090
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0090
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0090
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0090
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0090
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0090
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0090
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0090
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0090
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0090
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0090
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0095
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0095
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0095
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0095
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0095
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0095
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0095
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0095
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0095
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0095
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0095
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0095
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0095
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0095
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0095
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0095
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0095
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0095
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0095
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0095
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0095
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0095
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0095
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0095
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0095
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0095
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0095
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0095
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0095
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0095
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0095
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0095
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0095
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0095
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0095
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0095
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0095
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0095
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0095
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0095
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0095
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0095
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0095
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0095
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0095
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0095
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0095
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0095
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0095
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0095
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0095
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0095
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0095
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0095
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0095
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0095
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0095
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0095
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0095
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0095
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0095
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0095
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0095
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0095
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0095
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0095
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0095
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0095
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0095
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0095
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0095
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0095
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0100
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0100
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0100
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0100
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0100
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0100
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0100
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0100
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0100
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0100
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0100
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0100
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0100
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0100
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0100
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0100
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0100
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0100
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0100
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0100
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0100
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0100
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0100
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0100
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0100
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0100
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0100
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0100
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0100
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0100
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0100
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0100
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0100
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0100
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0100
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0100
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0100
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0100
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0100
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0100
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0100
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0100
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0100
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0100
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0100
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0100
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0105
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0105
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0105
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0105
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0105
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0105
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0105
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0105
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0105
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0105
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0105
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0105
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0105
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0105
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0105
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0105
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0105
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0105
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0105
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0105
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0105
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0105
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0105
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0105
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0105
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0105
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0105
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0105
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0105
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0105
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0105
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0105
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0105
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0105
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0105
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0105
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0105
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0105
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0105
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0105
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0105
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0105
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0105
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0105
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0105
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0105
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0105
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0105
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0105
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0105
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0105
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0105
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0110
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0110
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0110
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0110
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0110
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0110
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0110
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0110
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0110
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0110
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0110
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0110
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0110
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0110
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0110
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0110
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0110
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0110
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0110
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0110
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0110
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0110
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0110
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0110
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0110
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0110
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0110
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0110
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0110
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0110
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0110
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0110
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0110
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0110
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0110
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0110
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0110
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0110
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0110
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0110
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0110
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0110
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0110
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0110
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0110
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0110
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0110
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0110
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0110
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0110
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0110
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0110
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0110
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0110
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0110
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0110
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0110
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0110
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0110
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0110
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0115
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0115
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0115
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0115
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0115
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0115
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0115
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0115
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0115
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0115
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0115
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0115
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0115
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0115
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0115
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0115
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0115
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0115
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0115
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0115
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0115
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0115
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0115
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0115
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0115
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0115
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0115
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0115
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0115
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0115
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0115
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0115
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0115
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0115
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0115
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0115
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0115
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0115
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0115
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0115
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0115
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0115
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0115
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0115
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0115
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0115
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0115
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0115
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0115
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0115
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0115
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0115
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0120
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0120
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0120
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0120
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0120
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0120
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0120
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0120
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0120
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0120
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0120
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0120
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0120
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0120
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0120
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0120
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0120
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0120
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0120
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0120
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0120
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0120
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0120
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0120
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0120
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0120
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0120
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0120
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0120
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0120
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0120
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0120
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0120
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0120
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0120
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0120
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0120
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0120
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0120
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0120
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0120
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0120
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0120
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0120
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0120
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0120
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0120
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0125
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0125
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0125
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0125
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0125
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0125
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0125
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0125
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0125
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0125
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0125
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0125
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0125
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0125
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0125
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0125
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0125
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0125
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0125
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0125
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0125
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0125
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0125
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0125
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0125
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0125
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0125
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0125
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0125
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0125
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0125
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0125
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0125
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0125
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0125
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0125
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0125
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0125
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0125
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0125
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0125
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0125
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0125
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0125
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0125
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0125
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0125
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0125
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0125
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0125
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0125
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0125
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0125
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0125
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0130
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0130
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0130
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0130
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0130
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0130
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0130
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0130
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0130
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0130
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0130
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0130
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0130
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0130
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0130
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0130
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0130
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0130
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0130
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0130
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0130
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0130
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0130
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0130
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0130
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0130
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0130
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0130
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0130
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0130
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0130
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0130
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0130
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0130
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0130
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0130
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0130
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0130
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0130
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0130
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0130
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0130
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0130
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0130
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0130
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0130
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0130
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0130
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0130
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0130
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0130
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0130
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0130
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0130
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0130
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0130
http://refhub.elsevier.com/S2173-5743(19)30128-5/sbref0130

	Comparison of MDRD equations and the old equations CKD-EPI against new equations CKD-EPI in patients with kidney transplan...
	Introduction
	Material and methods
	Results
	The relationship between mGFR and serum concentration of creatinine and cystatin C
	Comparison of mGFR with eGFR MDRD-IDMS and CKD-EPI-Cr
	Comparison of mGFR and eGFR CKD-EPI-CystC and eGFR CKD-EPI-Cr + CystC
	Comparison of accuracy values of P10 and P30, sensitivity, specificity and predictive values
	Concordance according to CKD stages

	Discussion
	Conflict of interests
	References
	References


