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Introduction  and  aim: It has  been  proposed  that  plasma  concentration  of bilirubin,  an  endogenous  antiox-
idant,  is  protective  against  diseases  mediated  by  increased  oxidative  stress,  including  cardiovascular
diseases  (CVD)  and  cancer.  To  examine  this  hypothesis,  we  investigated  the  relationship  between  plasma
bilirubin  concentrations  and  bilirubin  UDP-glucuronosyl  transferase  (UGT1A1)  promoter  gene variations
(associated  with  increased  bilirubin  concentrations)  with  total/CVD  and cancer  mortality.
Materials  and  methods:  A nested  case–control  study  was  conducted  within  the  Polish  arm  of  the  HAPIEE
cohort.  At  baseline  in  2002–2005,  participants  were examined  in  detail.  Mortality  follow-up  (median
(IQR)  between  blood  draw  and  death  was  3.7  (2.1–5.1)  years)  was  performed  by linkage  with  regional
and  national  death  registers.  Plasma  biomarkers  were  analysed  in  all subjects  who  died from  any  cause
(cases,  n =  447)  and  in  a random  subsample  of survivors  (controls,  n =  1423).
Results:  There  was  a strong  negative  association  between  plasma  bilirubin  levels and  total  and  cancer
mortality,  expressed  more  profoundly  in  men.  The  adjusted  OR of  deaths  from  all  causes  and  cancer,
comparing  the  highest  vs. lowest  plasma  bilirubin  categories  were  0.61  (95%  CI: 0.42–0.87)  and  0.39
(0.24–0.65),  respectively.  There  was  no  association  of  bilirubin  with  CVD  mortality.  The  UGT1A1*28

allele,  a  genetic  marker  of  raised  bilirubin,  was  also  negatively  associated  with  total/cancer  mortality,
although  the  associations  were not  statistically  significant.
Discussion:  Both  the observational  and  genetic  associations  support  the  negative  relationship  between
bilirubin  and  total  mortality;  this  association  appears  to be  driven  by cancer  mortality,  while  that  with
CVD  mortality  is  not  evident.

©  2019  Fundación  Clı́nica  Médica  Sur, A.C. Published  by  Elsevier  España,  S.L.U.  This  is  an  open  access
he  CC
article  under  t

The role of increased oxidative stress in the pathogenesis of
ardiovascular disease (CVD) and cancer, and the associated effects
f various antioxidants, have been intensively discussed in the
iterature [1,2]. In this context, bilirubin, the final product of the

eme catabolic pathway in the intravascular compartment, is
ecognised as one of the most potent endogenous antioxidants.
levated systemic concentrations of bilirubin were for decades
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considered an ominous sign of liver diseases, but recent data
suggest that mildly increased bilirubin concentrations might exert
potent protective effects against oxidative stress-related diseases,
including cardiovascular and cancer diseases [3–5], and this may
result in lower risk of total mortality [3]. This protective rela-
tionship appears to be linear; it has been reported that each unit
increase of systemic bilirubin concentrations has been associated
with decrease in cardiovascular and cancer risk [6,7] while plasma
bilirubin concentrations below 10 �mol/L, although still within
the current physiological range, appear to confer increased risks

of a variety of oxidative stress-mediated diseases [8].

Bilirubin is metabolised in the liver tissue by the conjugation
enzyme UGT1A1 (bilirubin UDP-glucuronosyl transferase 1),
whose gene (OMIM accession no. 191740) is the major genetic

, S.L.U. This is an open access article under the CC BY-NC-ND license (http://

https://doi.org/10.1016/j.aohep.2019.02.001
http://www.sciencedirect.com/science/journal/16652681
http://www.elsevier.es/annalsofhepatology
http://crossmark.crossref.org/dialog/?doi=10.1016/j.aohep.2019.02.001&domain=pdf
http://creativecommons.org/licenses/by-nc-nd/4.0/
http://creativecommons.org/licenses/by-nc-nd/4.0/
http://creativecommons.org/licenses/by-nc-nd/4.0/
http://creativecommons.org/licenses/by-nc-nd/4.0/
http://creativecommons.org/licenses/by-nc-nd/4.0/
http://creativecommons.org/licenses/by-nc-nd/4.0/
http://creativecommons.org/licenses/by-nc-nd/4.0/
http://creativecommons.org/licenses/by-nc-nd/4.0/
http://creativecommons.org/licenses/by-nc-nd/4.0/
http://creativecommons.org/licenses/by-nc-nd/4.0/
mailto:vitek@cesnet.cz
https://doi.org/10.1016/j.aohep.2019.02.001
http://creativecommons.org/licenses/by-nc-nd/4.0/
http://creativecommons.org/licenses/by-nc-nd/4.0/
http://creativecommons.org/licenses/by-nc-nd/4.0/
http://creativecommons.org/licenses/by-nc-nd/4.0/
http://creativecommons.org/licenses/by-nc-nd/4.0/
http://creativecommons.org/licenses/by-nc-nd/4.0/
http://creativecommons.org/licenses/by-nc-nd/4.0/
http://creativecommons.org/licenses/by-nc-nd/4.0/
http://creativecommons.org/licenses/by-nc-nd/4.0/
http://creativecommons.org/licenses/by-nc-nd/4.0/


3 epato

d
i
s
h
d
w
I
o
c
i
o
t
t
h
s
p

c
U
c
e

1

1

c
E
e
l
i
v
C
r
C
j

o
s
b
o
s
n
t
a
o
a

1

m
p
v
K
i
o
I
I
a
d
f
y
(

80 L. Vitek et al. / Annals of H

eterminant of its systemic bilirubin concentrations [9]. In fact,
nherited mild deficiency of UGT1A1 is the basis of a Gilbert
yndrome (OMIM accession no. 143500), also known as benign
yperbilirubinemia. In most of Caucasian subjects, Gilbert syn-
rome is caused by the functional (TA) repeat variation located
ithin the ATATAA element in the promoter UGT1A1 gene region.

n comparison with the shorter wild-type (TA)6 allele, the presence
f the longer allele (TA)7 (known also as UGT1A1*28 allele) is asso-
iated with lower gene expression and bilirubin concentrations
n (TA)7 homozygotes are significantly higher than in carriers
f at least one (TA)6 allele [10]. It is important to stress, that
he penetrance of Gilbert syndrome genotype is only 50% (vir-
ually only ½ of these subjects manifest with mild unconjugated
yperbilirubinemia) [10], a phenomenon confounding results of
tudies evaluating the effect of UGT1A1 gene mutations on various
henotypes.

The aim of our study was thus to analyse the prospective asso-
iations between the plasma concentrations of bilirubin, the TA
GT1A1 promoter gene tandem repeat polymorphism, and total,
ardiovascular and cancer mortality in a nested case–control study
stablished within a large population-based cohort study in Poland.

. Material and methods

.1. Subjects in the cohort and in the nested case–control study

This study used data collected by the Polish arm of the multi-
entre HAPIEE (Health, Alcohol, and Psychosocial factors in Eastern
urope) cohort study [11,12]. At baseline in 2002–2005, the study
xamined a random sample of men  and women aged 45–69 years
iving in 4 districts of the city of Krakow, Poland. A total of 10,728
ndividuals were recruited (response rate 61%), 8860 of whom pro-
ided a blood sample. All examined subjects were of self-reported
aucasian ethnicity. The study complied with the Helsinki Decla-
ation and was approved by the Ethics Committees of University
ollege London and the Jagiellonian University, Krakow. All sub-

ects provided a written informed consent.
Since there was not sufficient funding for laboratory analyses

f all blood samples, this report is based on a nested case–control
tudy established within this cohort. The nested case–control has
een described in detail elsewhere (including 3 other cohorts with-
ut bilirubin measurements cohort) [13]. Briefly, cases were all
ubjects who died from any cause during the follow-up (cases,

 = 447), and controls were a random subsample of survivors (con-
rols, n = 1423). Controls were chosen from participants who  were
live at the time when the analytical sample was selected. The date
f this was the 31st December 2010, which was, on average, 7 years
fter baseline data collection.

.2. Measurements and mortality follow-up

Participants completed a face-to-face interview, covering their
edical history, healthy behaviours and socio-demographic and

sychosocial characteristics, underwent an examination and pro-
ided a venous blood sample. Local and national death registers in
rakow were used to identify mortality rates amongst the partic-

pants. Causes of death were determined using the 10th revision
f the International Classification of Diseases (ICD): CVD (I00-
99), cancer (C00-D48) or causes other than those above (all other
CD codes). Follow-up time for each participant was  calculated

s the time between enrolment to the study and date of either
eath or the last contact (for those who did not die); the mean
ollow-up of subjects in the nested case–control study was  6.4
ears. The median (IQR) follow-up time of cases was  3.7 years
2.1–5.1).
logy 18 (2019) 379–385

1.3. Laboratory analyses

Bilirubin, ALT, urea and CRP in frozen baseline plasma sam-
ples were determined on automatic analyser (UniCel DxC 800
Synchron Clinical Systems, Beckman Coulter, UK) using com-
mercially available kits and reference materials from Beckman
Coulter at Wageningen University (The Netherlands). DNA has
been isolated by a modified salting-out method [14]. TA repeat
polymorphism within the UGT1A1 gene has been genotyped by
the KASPTM technology custom assay (www.lgcgroup.com). This
method is unable to detect rare alleles obtaining the 5 and 8
repeats, but as these subjects represent less than 1% of the gen-
eral population (https://www.ncbi.nlm.nih.gov/projects/SNP/snp
ref.cgi?rs=8175347), they were neglected in the further analyses.

1.4. Statistical analyses

The associations of plasma bilirubin concentrations with mor-
tality outcomes were analysed by multivariable adjusted logistic
regression in several steps. We categorised plasma bilirubin con-
centrations using 17 and 10 �mol/L cut-offs in order to make the
results more meaningful for clinical practice and comparable with
previous studies (the value of 17 �mol/L is the upper limit of the
normal bilirubin concentration, while levels lower than 10 �mol/L
have been proposed by previous studies as a potential risk factor
for cardiovascular mortality [15]).

In model 1, the relationships were adjusted for participants’ age
and sex (the basic confounders which are adjusted for in most
epidemiological studies). In model 2, the odds ratios were fur-
ther adjusted for education, marital status, alcohol intake, smoking,
body mass index, energy intake and the ratio of total/HDL choles-
terol (usually found to be related to the exposure (plasma bilirubin)
or the outcome (mortality) in most studies and therefore consid-
ered as potential confounders). In model 3, odds ratios were further
adjusted for plasma ALT, GGT, CRP and urea as potential biomarkers
(which have also been shown to be related to bilirubin and mortal-
ity, in order to assess the strength of the associations independently
of these factors). The analyses of mortality by the UGT1A1 genotype
were adjusted for age and sex (model 1, as above) and additionally
for bilirubin concentrations to assess whether the effect of geno-
type on mortality was explained by bilirubin, or whether there is
another pathway linking the genotype with the outcome (model
2). This part of the analysis was  a Mendelian randomisation study
where a genetic marker of a specific phenotype (e.g. plasma biliru-
bin) is used to test a potential causal association between the
phenotype and disease. The Mendelian randomisation method is
often seen as a close parallel to randomised controlled trial and,
if the assumptions are fulfilled, it should provide unbiased and
unfounded estimates between the two variables [16,17].

The interaction between sex and bilirubin concentrations, as
well as between sex and UGT1A1 genotype, were tested in the asso-
ciation with mortality by the likelihood ratio test which compared
the nested models with or without multiplicative interaction term.
There were no statistically significant interactions with sex in any
of the examined associations. Therefore, men and women  were
analysed together.

All statistical analyses were carried out using the 13.1 version
of the statistical software STATA (StataCorp, Texas, USA), p-values
<0.05 were considered statistically significant.

2. Results
The nested case–control study consisted from 1870 individuals,
of whom 447 were cases (i.e. they died from any cause, of which 139
were from CVD and 211 from cancer); the 1423 survivors served

http://www.lgcgroup.com/
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Table  1
Descriptive characteristics of the study sample.

Cases
(all deaths)

Controls p-value*

Number of subjects 447 1423
Age  (years), mean (SD) 61.6 (6.5) 60.8 (6.7) 0.048
Males,  n (%) 305 (68.2) 971 (68.2) 0.999
Current  smoking, n (%) 194 (43.4) 383 (26.9) <0.001
BMI  (kg/m2), mean
(SD)

28.0 (5.1) 28.3 (4.3) 0.388

Total  cholesterol
(mmol/L), mean (SD)

5.7 (1.2) 5.8 (1.0) 0.173

Triacylglycerols
(mmol/L)
median (IQR)

1.5
(1.1–2.1)

1.5
(1.1–2.0)

0.998

Bilirubin (�mol/L)
median (IQR)

12.0
(9.8–15.2)

12.9
(10.9–16.1)

<0.001

ALT (IU/L)
median (IQR)

20.1
(15.4–27.0)

21.1
(16.8–27.4)

0.022

GGT (IU/L)
median (IQR)

21.3
(8.4–40.3)

15.7
(6.8–31.1)

<0.001

CRP (mg/L)
median (IQR)

2.5
(1.1–5.6)

1.7
(0.9–3.3)

<0.001

Urea (mmol/L)
median (IQR)

4.6
(3.7–5.8)

4.8
(4.0–5.8)

0.021

SD = standard deviation, IQR = interquartile range.
* Calculated with chi-square test, t-test or Spearman’s rank correlation, depending on the nature of the variable.

Values in bold represent significant differences.

Table 2
Distribution of UGT1A1 genotypes in the study sample (cases and controls combined) and values of bilirubin, ALT, GGT, CRP and urea by UGT1A1 genotype.

UGT1A1 genotype p-value*

6/6 6/7 7/7

Number of subjects (%) 759 (40.6) 844 (45.1) 267 (14.3)
Bilirubin (�mol/L), median (IQR) 11.7 (10.0–13.9) 13.0 (10.9–15.6) 19.1 (14.6–25.0) <0.001
ALT  (IU/L), median (IQR) 21.0 (16.7–27.0) 20.9 (16.5–27.9) 20.8 (16.2–26.9) 0.519
GGT  (IU/L), median (IQR) 17.4 (7.1–34.1) 16.7 (7.0–33.7) 16.8 (7.0–30.3) 0.311
CRP  (mg/L), median (IQR) 1.8 (0.9–3.6) 1.9 (0.9–3.9) 1.8 (0.9–3.8) 0.596
Urea  (mmol/L), median (IQR) 4.9 (4.0–5.8) 4.7 (3.9–5.7) 4.8 (3.8–5.8) 0.105
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* p-value for trend estimated by Spearman’s rank correlation test. IQR, interquart
ata expressed as medians and IQR. Values in bold represent significant differences

s controls. Descriptive characteristics of subjects included in the
ested case–control study are shown in Table 1. The median plasma
ilirubin concentration in the overall sample was  12.8 �mol/L
13.5 �mol/L in men, 11.6 �mol/L in women). Compared to controls
ubjects who died had significantly lower plasma bilirubin concen-
rations (Table 1). Clinically important elevations of ALT and GGT
ctivities were seen in 8.6% and 19.5% of subjects, respectively.

The distribution of UGT1A1 genotypes was in agreement with
W equilibrium (p = 0.19), and the allele frequencies were similar

o the other Caucasian populations (Table 2) [10]. As expected, there
as an association between the UGT1A1 genotypes and plasma

ilirubin concentrations; 7/7 homozygotes had significantly higher
lasma bilirubin concentrations compared to carriers of at least
ne allele 6 (Table 2). Other biochemical and anthropometrical
arameters of interest (ALT, GGT, CRP, urea) were distributed inde-
endently of the UGT1A1 repeat polymorphism.

After controlling for age and sex, there was  a strong negative
ssociation of plasma bilirubin categories with risk of death from
ll causes and cancer mortality but not from CVD (Table 3). These
esults remained significant even after adjusting for potential con-
ounders, including age, education, marital status, alcohol intake,
moking, BMI, energy intake, total/HDL cholesterol ratio (model 2).
n the adjusted model, the odds ratios in the highest vs. lowest

ilirubin categories for death from all causes, cancer and CVD were
.61 (95% CI: 0.42–0.87), 0.39 (0.24–0.65) and 1.03 (0.58–1.83),
espectively (Table 3). After additionally adjusting for elevated
lasma ALT, GGT activities, as well as CRP and urea concentrations
ge.

(model 3), the pattern of results remained similar, although the con-
fidence intervals became wider due to loss of statistical power in
the multivariable model. All the studies on the association between
bilirubin and clinical outcomes published so far have paid extreme
attention to gender with female sex having negligible relationship,
whereas males almost always having benefits from higher bilirubin
concentrations. For this reason we also conducted gender-specific
analyses. In these additional analyses, investigated associations
were stronger in men  than women (Table 4), although the inter-
actions between bilirubin and sex were not statistically significant.

The associations of the UGT1A1*28 allele (a genetic marker
of systemic bilirubin concentrations) with mortality risks showed
similar patterns as plasma bilirubin concentrations, although the
associations did not reach statistical significance (Table 5). Impor-
tantly, the adjustment for plasma bilirubin almost attenuated the
(non-significant) associations of the polymorphism with all-cause
and cancer mortality; indicating that the effect of genotype was, as
hypothesised, driven predominantly by plasma bilirubin concen-
trations.

3. Discussion

This case–control study, nested in a population-based cohort

in a Krakow urban population sample, found strong negative
associations of plasma bilirubin with all-cause mortality driven
predominantly by the effect on cancer but not CVD mortality.
These observational associations were supported by the Mendelian
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Table  3
Odds ratios (OR) and 95% confidence intervals (95% CI) of mortality by plasma bilirubin concentrations calculated with logistic regression models.

Cause of death Plasma bilirubin (�mol/L) Deaths
(n)

Model 1 Model 2 Model 3

OR (95% CI) OR (95% CI) OR (95% CI)

All causes
(n = 447)

<10 120 1.00 (ref) 1.00 (ref) 1.00 (ref)
10–17  253 0.49 (0.37–0.64) 0.60 (0.45–0.79) 0.62 (0.47–0.82)
≥17  74 0.47 (0.33–0.66) 0.61 (0.42–0.87) 0.63 (0.43–0.92)
p-value for trend <0.001 0.004 0.010
Sex  interaction p-value 0.659 0.746 0.795

CVD
(n  = 139)

<10 30 1.00 (ref) 1.00 (ref) 1.00 (ref)
10–17  82 0.73 (0.47–1.13) 0.87 (0.55–1.37) 0.91 (0.58–1.44)
≥17  27 0.79 (0.45–1.38) 1.03 (0.58–1.83) 1.09 (0.61–1.95)
p-value for trend 0.407 0.923 0.793
Sex  interaction p-value 0.240 0.190 0.187

Cancer
(n  = 211)

<10 68 1.00 (ref) 1.00 (ref) 1.00 (ref)
10–17  117 0.44 (0.32–0.61) 0.52 (0.36–0.72) 0.54 (0.38–0.76)
≥17  26 0.32 (0.20–0.52) 0.39 (0.24–0.65) 0.41 (0.25–0.69)
p-value for trend <0.001 <0.001 <0.001
Sex  interaction p-value 0.549 0.638 0.706

Other  causes
(n = 97)

<10 22 1.00 (ref) 1.00 (ref) 1.00 (ref)
10–17  54 0.69 (0.41–1.16) 0.86 (0.51–1.48) 0.87 (0.50–1.50)
≥17  21 0.85 (0.45–1.60) 1.08 (0.56–2.09) 1.00 (0.51–1.98)
p-value for trend 0.628 0.820 0.999
Sex  interaction p-value 0.251 0.183 0.158

Model 1: Adjusted for age and sex.
M g, BM
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odel 2: Additionally adjusted for education, marital status, alcohol intake, smokin
odel 3: Adjusted for all variables in model 2 and plasma ALT and GGT activities, a

alues in bold and italics are highlighting stadistical significance of the results.

andomisation analyses; although non-significant, the patterns of
ssociations of mortality with a genetic marker of raised biliru-
in were similar to results of analyses using plasma bilirubin. In
heory, with data available on bilirubin, genotypes and mortality
utcomes in the same dataset, it would be possible to formally con-
uct a one sample Mendelian randomisation using a two-stage least
quares regression analysis. However, a larger sample size and/or
igher number of deaths would be necessary to achieve sufficient
tatistical power.

There is growing evidence from experimental and clinical stud-
es [3,4] that mildly elevated systemic bilirubin concentrations
ave potent anti-atherogenic [5], anti-proliferative [7,18], and anti-
geing [19] effects. This association, however, seems to be valid only
hen the elevated bilirubin is not a consequence of an underlying

iver disease [6]. Indeed, elevated liver enzyme activities predict
ardiovascular events [20,21], thus underlying liver disease clearly
liminates the potential beneficial effects of bilirubin. It is impor-
ant to note, that the prevalence of elevated liver enzymes in the
eneral population is as high as 10–20% [22], which is exactly what
e found in our current study.

The beneficial effects of bilirubin on mortality have been shown
n several epidemiological studies. The first study, in 2001, a 10-
ear follow-up retrospective investigation of more than 11,000
elgian men  and women [23], reported a significant negative asso-
iation of bilirubin with all-cause and cancer mortality in men  but
ot in women; surprisingly, no association was found with CVD
ortality. Another large study by Fulks et al., included almost 2 mil-

ion insurance applicants, found an negative association between
ll-cause mortality and bilirubin levels [24]. Serum bilirubin levels
ad a strong and independent protective impact on the associa-
ion with all-cause and CVD mortality in a study by Ajja et al. in

 male population [25]. In a prospective study by Horsfall et al.
26] in a statin-treated population of approximately 130,000 par-
icipants, a negative relationship between bilirubin concentrations

nd all-cause mortality risk was observed, whereas the relation-
hip between bilirubin and CVD/myocardial infarction events was
-shaped [26]. In a second report, the same group analysed mor-

ality rates in participants diagnosed with Gilbert syndrome; these
I, energy intake, total cholesterol/HDL ratio.
P and urea concentration.

subjects had half the mortality rate compared to controls [27].
Protective effects of bilirubin on overall mortality were reported
also from a prospective study on haemodialysed patients by Chen
et al. [28]. Importantly, subjects with Gilbert syndrome genotype
(UGT1A1*28 homozygosity) had one fourth the risk for all-cause
mortality as compared to the wild-type allele carriers. A signifi-
cant negative correlation between serum bilirubin and all-cause
mortality was observed also in NHANES study on elderly popula-
tion [29], although no detailed analysis was provided. Consistently,
serum bilirubin concentrations below 10.5 �mol/L were found to
be a risk factor for cardiovascular mortality in a small Serbian older
population [30].

On the other hand, no survival advantage of higher serum
bilirubin concentrations was  observed among older persons by
Boland et al. [31] and, higher baseline bilirubin levels predicted
slightly increased mortality in the Ludwigshafen Risk and Cardio-
vascular Health study (although confusingly, a UGT1A1*28 gene
variant predicted lower overall mortality [32]. No significant asso-
ciations between serum bilirubin and either all-cause, CVD or
non-CVD mortality were observed in Diabetes Heart Study [33].
Similarly, bilirubin was  not associated with cancer mortality in the
EPIC-Heidelberg cohort [34]. Overall, although not completely con-
sistent, most available studies suggest a beneficial effect of bilirubin
on all-cause mortality, driven predominantly by the effect on can-
cer, but in some studies also on CVD.

Our results confirm data from previous studies since they are
consistent with the majority of published reports. In our study,
the association with all-cause mortality was  driven mainly by can-
cer mortality, while that with cardiovascular mortality was  not
observed. One of the reasons for this observation may  lie in the
relatively young age of the examined population (61.6 ± 6.5 years),
in which cancer was found a leading mortality cause.

The association between UGT1A1 promoter gene variations
and mortality rates was  not significant (most likely due to low

penetrance of UGT1A1*28 mutation [10]) but the direction of
the association also suggests protective effects. The observation
that the adjustment for bilirubin virtually eliminated the (non-
significant) effect of the genotype is important because it confirms
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Table  4
Odds ratios (OR) and 95% confidence intervals (95% CI) of mortality by plasma bilirubin concentrations by sex, calculated with logistic regression.

(a) men

Causes of death Plasma bilirubin (�mol/L) Deaths(n) Model 1 Model 2 Model 3

OR (95% CI) OR (95% CI) OR (95% CI)

All cause
(n = 305)

<10 71 1.00 (ref) 1.00 (ref) 1.00 (ref)
10–17  173 0.44 (0.31–0.62) 0.55 (0.39–0.80) 0.57 (0.40–0.83)
≥17 61 0.42 (0.28–0.63) 0.58 (0.38–0.90) 0.59 (0.38–0.92)
p-value for trend <0.001 0.024 0.031

CVD
(n  = 98)

<10 21 1.00 (ref) 1.00 (ref) 1.00 (ref)
10–17  55 0.55 (0.33–0.95) 0.65 (0.37–1.14) 0.72 (0.41–1.26)
≥17  22 0.61 (0.33–1.16) 0.81 (0.41–1.56) 0.92 (0.46–1.79)
p-value for trend 0.184 0.606 0.868

Cancer
(n  = 134)

<10 39 1.00 (ref) 1.00 (ref) 1.00 (ref)
10–17 75 0.37 (0.23–0.57) 0.44 (0.28–0.70) 0.45 (0.28–0.71)
≥17  20 0.26 (0.15–0.47) 0.35 (0.19–0.64) 0.35 (0.19–0.64)
p-value for trend <0.001 <0.001 0.001

Other cause
(n = 73)

<10 11 1.00 (ref) 1.00 (ref) 1.00 (ref)
10–17 43 0.97 (0.49–1.92) 1.27 (0.62–2.60) 1.24 (0.60–2.58)
≥17  19 1.16 (0.54–2.50) 1.51 (0.67–3.40) 1.31 (0.56–3.03)
p-value for trend 0.641 0.316 0.560

(b)  Women

Causes of death Plasma bilirubin (�mol/L) Deaths(n) Model 1 Model 2 Model 3

OR (95% CI) OR (95% CI) OR (95% CI)

All cause
(n = 142)

<10 49 1.00 (ref) 1.00 (ref) 1.00 (ref)
10–17  80 0.57 (0.37–0.87) 0.66 (0.43–1.03) 0.71 (0.45–1.11)
≥17  13 0.58 (0.29–1.16) 0.61 (0.29–1.27) 0.63 (0.30–1.35)
p-value for trend 0.022 0.078 0.128

CVD
(n  = 41)

<10 9 1.00 (ref) 1.00 (ref) 1.00 (ref)
10–17  27 1.19 (0.54–2.60) 1.51 (0.67–3.41) 1.57 (0.69–3.59)
≥17  5 1.37 (0.44–4.27) 1.58 (0.47–5.21) 1.57 (0.46–5.32)
p-value for trend 0.568 0.356 0.348

Cancer
(n  = 77)

<10 29 1.00 (ref) 1.00 (ref) 1.00 (ref)
10–17  42 0.54 (0.32–0.91) 0.59 (0.34–1.01) 0.63 (0.37–1.10)
≥17 6  0.48 (0.19–1.22) 0.49 (0.19–1.29) 0.52 (0.19–1.40)
p-value for trend 0.025 0.050 0.088

Other  cause
(n = 24)

<10 11 1.00 (ref) 1.00 (ref) 1.00 (ref)
10–17  11 0.39 (0.17–0.92) 0.45 (0.19–1.11) 0.48 (0.19–1.20)
≥17  2 0.44 (0.10–2.06) 0.47 (0.10–2.34) 0.50 (0.10–2.57)
p-value for trend 0.064 0.126 0.164

Model 1: Adjusted for age.
Model 2: Additionally adjusted for education, marital status, alcohol intake, smoking, BMI, energy intake, total cholesterol/HDL ratio.
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odel 3: Adjusted for all variables in model 2 and plasma ALT and GGT activities, a
alues in bold and italics are highlighting stadistical significance of the results.

hat bilirubin is (1) strongly associated with the genotype, and (2)
esponsible for the protective effect of the UGT1A1*28 gene varia-
ion.

Our findings are further supported by clinical studies of can-
er morbidity. For example, in a large Chinese study on patients
ith colorectal cancer, the prevalence of Gilbert syndrome geno-

ype was very low, reaching only 1.4% [35]. Similarly low prevalence
f this Gilbert syndrome genotype (4.7%) was found in a study
f colon cancer by Liu et al. [36]. Serum bilirubin concentrations
ere reported to be negatively associated with non-dermatological
alignancies, and this effect was the most pronounced for colorec-

al cancer; subjects with Gilbert syndrome phenotype had 4-times
ower risk compared to individuals with normal bilirubin levels
18]. Similarly, in our previous study low serum bilirubin levels
ere associated with an increased risk of colorectal cancer in both
ales and females, whereas UGT1A1*28 allele carrier status was
roved to be protective against the development of colorectal can-
er in males [7].

The main limitation of our study is the relatively small num-
er of events, particularly deaths from specific causes. The average
P and urea concentration.

follow-up time of 6.4 years can also be considered short for the
development of chronic diseases and may be partly responsible
for some of the non-significant findings. Further limitation is the
fact that site-specific cancer rates could not be assessed. Giving
the large variation within this disease group in terms of risk factor
profile, future analyses should explore the link between bilirubin
and specific types of cancer. On the other hand, the prospective
design minimises the reverse causation bias, and the extensive set
of data on participants allows effective control for confounding.
In addition, the combination of observational and Mendelian ran-
domisation design, and the consistency of these two sets of findings,
supports the validity of our findings.

In conclusion, our study is consistent with earlier reports that
plasma bilirubin concentrations is negatively related to total mor-
tality; in our data, this association was  mostly driven by the effect
on a cancer, rather than CVD. These findings were further sup-

ported by the (non-significant) pattern of associations between
mortality and the UGT1A1 promoter gene polymorphism which
was largely explained by plasma bilirubin. Larger epidemiological
studies, presumably on older populations, are needed to confirm
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Table  5
Relationship between UGT1A1 promoter gene status and mortality with logistic regression models.

Cause of death UGT1A1 genotype Deaths
(n)

Model 1 Model 2

OR 95% CI OR 95% CI

All-causes
(n = 447)

6/6 191 1.00 (ref) 1.00 (ref)
6/7  198 0.91 (0.72–1.14) 0.97 (0.77–1.23)
7/7  58 0.83 (0.59–1.16) 0.98 (0.67–1.43)
p-value for trend 0.235 0.873
Sex interaction p-value 0.804 0.895

CVD
(n  = 139)

6/6 59 1.00 (ref) 1.00 (ref)
6/7  55 0.83 (0.56–1.21) 0.85 (0.58–1.25)
7/7  25 1.23 (0.75–2.01) 1.36 (0.78–2.39)
p-value for trend 0.739 0.631
Sex interaction p-value 0.477 0.545

Cancer
(n  = 211)

6/6 91 1.00 (ref) 1.00 (ref)
6/7  97 0.95 (0.70–1.29) 1.06 (0.77–1.44)
7/7  23 0.70 (0.43–1.14) 0.98 (0.58–1.68)
p-value for trend 0.208 0.889
Sex interaction p-value 0.734 0.693

Other  causes
(n = 97)

6/6 41 1.00 (ref) 1.00 (ref)
6/7  46 1.01 (0.65–1.56) 1.00 (0.64–1.55)
7/7  10 0.66 (0.33–1.34) 0.57 (0.26–1.25)
p-value for trend 0.374 0.293
Sex interaction p-value 0.581 0.571

Model 1: adjusted for age and sex.
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ur as well as previously published data on lacking relationship
etween bilirubin and CVD mortality, and to reveal the reasons for
his phenomenon.

bbreviations
VD cardiovascular diseases
GT1A1 bilirubin UDP-glucuronosyl transferase
APIEE Health, Alcohol, and Psychosocial factors in Eastern
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CD International Classification of Diseases

onflict of interest

The authors have no conflicts of interest to declare.

cknowledgements

The study was supported by Ministry of Health of the Czech
epublic, grant no. 15-28895A. All rights reserved.

eferences

[1] Wang Y, Chun OK, Song WO.  Plasma and dietary antioxidant status as
cardiovascular disease risk factors: a review of human studies. Nutrients
2013;5:2969–3004.

[2] Milkovic L, Siems W,  Siems R, Zarkovic N. Oxidative stress and antioxi-
dants in carcinogenesis and integrative therapy of cancer. Curr Pharm Des
2014;20:6529–42.

[3] Wagner KH, Wallner M,  Molzer C, Gazzin S, Bulmer AC, Tiribelli C, et al. Looking
to the horizon: the role of bilirubin in the development and prevention of age-
related chronic diseases. Clin Sci (Lond) 2015;129:1–25.

[4] Gazzin S, Vitek L, Watchko J, Shapiro SM,  Tiribelli C. A novel perspective on the
biology of bilirubin in health and disease. Trends Mol  Med  2016;22:758–68.

[5] Vitek L. Bilirubin and atherosclerotic diseases. Physiol Res 2017;66:S11–20.
[6] Novotny L, Vitek L. Inverse relationship between serum bilirubin and

atherosclerosis in men: a meta-analysis of published studies. Exp Biol Med
2003;228:568–71.
[7] Jiraskova A, Novotny J, Novotny L, Vodicka P, Pardini B, Naccarati A, et al. Associ-
ation of serum bilirubin and promoter variations in HMOX1 and UGT1A1 genes
with sporadic colorectal cancer. Int J Cancer 2012;131:1549–55.

[8] Gazzin S, Masutti F, Vitek L, Tiribelli C. The molecular basis of jaundice: an old
symptom revisited. Liver Int 2017;37:1094–102.

[

[

[9] Lin JP, Vitek L, Schwertner HA. Serum bilirubin and genes controlling biliru-
bin concentrations as biomarkers for cardiovascular disease. Clin Chem
2010;56:1535–43.

10] Bosma PJ, Chowdhury JR, Bakker C, Gantla S, de Boer A, Oostra
BA, et al. The genetic basis of the reduced expression of bilirubin
UDP-glucuronosyltransferase 1 in Gilbert’s syndrome. N Engl J Med
1995;333:1171–5.

11] Peasey A, Bobak M, Kubinova R, Malyutina S, Pajak A, Tamosiunas A, et al. Deter-
minants of cardiovascular disease and other non-communicable diseases in
Central and Eastern Europe: rationale and design of the HAPIEE study. BMC
Public Health 2006;6:255.

12] Hubacek JA, Pikhart H, Kubinova R, Peasey A, Malyutina S, Pajak A, et al. Lack
of  association between NYD-SP18 variant and obesity. The health alcohol and
psychosocial factors in Eastern Europe Study. Ann Nutr Metab 2016;68:244–8.

13] Schottker B, Brenner H, Jansen EH, Gardiner J, Peasey A, Kubínová R, et al.
Evidence for the free radical/oxidative stress theory of ageing from the
CHANCES consortium: a meta-analysis of individual participant data. BMC  Med
2015;13:300.

14] Miller SA, Dykes DD, Polesky HF. A simple salting out procedure for extracting
DNA from human nucleated cells. Nucleic Acids Res 1988;16:1215.

15] Kundur AR, Singh I, Bulmer AC. Bilirubin, platelet activation and heart disease:
a  missing link to cardiovascular protection in Gilbert’s syndrome? Atheroscle-
rosis 2015;239:73–84.

16] Hingorani A, Humphries S. Nature’s randomised trials. Lancet
2005;366:1906–8.

17] Bennett DA, Holmes MV.  Mendelian randomisation in cardiovascular research:
an introduction for clinicians. Heart 2017;103:1400–7.

18] Zucker SD, Horn PS, Sherman KE. Serum bilirubin levels in the US popula-
tion: gender effect and inverse correlation with colorectal cancer. Hepatology
2004;40:827–35.

19] Zelenka J, Dvorak A, Alan L, Zadinova M,  Haluzik M,  Vitek L. Hyperbilirubinemia
protects against aging-associated inflammation and metabolic deterioration.
Oxid Med  Cell Longev 2016;2016:6190609.

20] Fraser A, Harris R, Sattar N, Ebrahim S, Smith GD, Lawlor DA. Gamma-
glutamyltransferase is associated with incident vascular events independently
of  alcohol intake: analysis of the British Women’s Heart and Health Study and
Meta-Analysis. Arterioscler Thromb Vasc Biol 2007;27:2729–35.

21] Ioannou GN, Weiss NS, Boyko EJ, Mozaffarian D, Lee SP. Elevated serum alanine
aminotransferase activity and calculated risk of coronary heart disease in the
United States. Hepatology 2006;43:1145–51.

22] Radcke S, Dillon JF, Murray AL. A systematic review of the prevalence of mildly
abnormal liver function tests and associated health outcomes. Eur J Gastroen-
terol Hepatol 2015;27:1–7.

23] Temme EHM, Zhang J, Schouten EG, Kesteloot H. Serun bilirubin and 10-year
mortality risk in a Belgian population. Cancer Causes Control 2001;12:887–94.
24] Fulks M,  Stout RL, Dolan VF. Mortality associated with bilirubin levels in insur-
ance applicants. J Insur Med  2009;41:49–53.

25] Ajja R, Lee DC, Sui X, Church TS, Steven NB. Usefulness of serum bilirubin
and cardiorespiratory fitness as predictors of mortality in men. Am J Cardiol
2011;108:1438–42.

http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0185
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0185
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0185
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0185
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0185
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0185
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0185
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0185
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0185
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0185
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0185
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0185
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0185
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0185
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0185
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0185
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0185
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0185
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0185
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0185
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0185
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0185
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0185
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0185
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0185
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0190
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0190
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0190
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0190
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0190
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0190
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0190
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0190
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0190
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0190
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0190
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0190
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0190
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0190
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0190
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0190
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0190
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0190
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0190
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0190
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0190
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0190
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0190
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0190
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0190
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0190
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0195
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0195
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0195
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0195
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0195
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0195
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0195
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0195
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0195
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0195
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0195
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0195
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0195
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0195
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0195
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0195
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0195
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0195
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0195
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0195
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0195
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0195
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0195
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0195
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0195
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0195
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0195
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0195
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0195
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0195
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0195
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0195
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0195
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0195
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0195
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0195
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0195
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0195
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0200
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0200
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0200
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0200
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0200
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0200
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0200
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0200
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0200
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0200
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0200
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0200
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0200
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0200
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0200
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0200
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0200
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0200
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0200
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0200
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0200
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0200
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0200
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0200
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0200
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0200
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0200
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0200
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0205
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0205
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0205
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0205
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0205
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0205
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0205
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0205
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0205
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0205
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0205
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0210
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0210
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0210
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0210
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0210
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0210
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0210
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0210
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0210
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0210
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0210
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0210
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0210
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0210
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0210
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0210
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0210
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0210
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0210
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0210
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0210
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0210
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0210
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0210
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0215
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0215
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0215
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0215
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0215
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0215
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0215
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0215
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0215
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0215
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0215
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0215
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0215
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0215
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0215
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0215
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0215
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0215
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0215
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0215
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0215
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0215
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0215
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0215
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0215
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0215
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0215
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0215
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0215
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0215
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0215
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0215
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0215
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0215
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0215
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0215
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0215
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0220
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0220
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0220
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0220
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0220
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0220
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0220
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0220
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0220
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0220
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0220
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0220
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0220
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0220
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0220
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0220
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0220
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0220
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0220
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0220
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0220
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0220
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0225
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0225
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0225
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0225
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0225
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0225
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0225
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0225
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0225
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0225
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0225
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0225
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0225
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0225
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0225
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0225
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0225
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0225
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0225
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0225
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0225
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0225
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0225
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0225
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0230
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0230
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0230
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0230
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0230
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0230
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0230
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0230
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0230
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0230
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0230
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0230
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0230
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0230
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0230
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0230
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0230
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0230
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0230
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0230
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0230
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0230
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0230
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0230
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0230
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0230
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0230
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0230
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0230
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0230
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0230
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0230
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0230
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0230
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0230
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0230
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0235
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0235
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0235
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0235
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0235
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0235
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0235
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0235
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0235
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0235
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0235
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0235
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0235
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0235
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0235
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0235
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0235
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0235
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0235
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0235
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0235
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0235
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0235
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0235
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0235
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0235
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0235
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0235
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0235
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0235
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0235
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0235
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0235
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0235
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0235
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0235
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0235
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0235
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0235
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0240
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0240
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0240
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0240
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0240
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0240
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0240
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0240
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0240
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0240
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0240
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0240
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0240
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0240
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0240
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0240
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0240
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0240
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0240
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0240
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0240
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0240
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0240
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0240
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0240
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0240
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0240
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0240
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0240
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0240
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0240
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0240
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0240
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0240
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0240
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0240
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0240
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0240
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0245
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0245
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0245
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0245
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0245
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0245
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0245
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0245
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0245
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0245
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0245
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0245
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0245
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0245
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0245
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0245
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0245
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0245
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0245
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0245
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0245
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0245
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0245
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0245
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0245
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0245
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0245
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0245
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0245
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0245
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0245
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0245
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0245
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0245
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0245
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0245
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0250
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0250
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0250
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0250
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0250
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0250
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0250
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0250
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0250
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0250
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0250
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0250
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0250
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0250
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0250
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0250
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0250
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0250
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0250
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0250
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0250
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0250
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0255
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0255
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0255
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0255
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0255
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0255
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0255
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0255
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0255
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0255
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0255
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0255
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0255
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0255
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0255
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0255
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0255
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0255
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0255
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0255
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0255
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0255
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0255
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0255
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0255
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0255
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0260
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0260
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0260
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0260
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0260
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0260
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0260
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0260
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0260
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0260
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0260
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0265
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0265
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0265
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0265
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0265
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0265
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0265
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0265
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0265
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0265
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0265
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0265
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0265
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0265
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0265
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0265
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0265
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0270
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0270
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0270
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0270
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0270
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0270
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0270
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0270
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0270
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0270
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0270
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0270
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0270
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0270
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0270
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0270
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0270
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0270
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0270
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0270
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0270
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0270
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0270
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0270
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0270
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0270
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0275
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0275
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0275
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0275
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0275
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0275
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0275
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0275
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0275
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0275
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0275
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0275
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0275
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0275
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0275
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0275
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0275
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0275
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0275
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0275
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0275
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0275
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0275
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0275
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0275
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0280
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0280
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0280
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0280
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0280
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0280
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0280
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0280
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0280
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0280
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0280
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0280
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0280
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0280
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0280
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0280
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0280
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0280
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0280
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0280
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0280
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0280
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0280
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0280
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0280
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0280
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0280
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0280
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0280
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0280
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0280
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0280
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0280
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0280
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0280
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0280
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0280
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0280
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0280
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0280
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0280
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0280
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0285
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0285
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0285
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0285
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0285
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0285
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0285
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0285
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0285
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0285
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0285
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0285
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0285
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0285
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0285
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0285
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0285
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0285
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0285
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0285
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0285
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0285
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0285
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0285
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0285
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0285
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0285
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0285
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0285
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0285
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0290
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0290
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0290
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0290
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0290
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0290
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0290
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0290
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0290
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0290
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0290
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0290
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0290
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0290
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0290
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0290
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0290
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0290
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0290
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0290
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0290
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0290
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0290
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0290
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0290
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0290
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0290
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0290
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0290
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0290
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0295
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0295
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0295
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0295
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0295
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0295
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0295
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0295
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0295
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0295
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0295
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0295
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0295
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0295
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0295
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0295
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0295
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0295
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0295
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0295
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0295
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0295
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0295
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0295
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0300
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0300
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0300
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0300
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0300
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0300
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0300
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0300
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0300
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0300
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0300
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0300
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0300
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0300
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0300
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0300
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0300
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0300
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0300
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0300
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0300
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0305
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0305
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0305
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0305
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0305
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0305
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0305
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0305
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0305
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0305
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0305
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0305
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0305
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0305
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0305
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0305
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0305
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0305
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0305
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0305
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0305
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0305
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0305
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0305
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0305
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0305
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0305
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0305
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0305


epato

[

[

[

[

[

[

[

[

[

[

L. Vitek et al. / Annals of H

26] Horsfall LJ, Nazareth I, Petersen I. Cardiovascular events as a function of serum
bilirubin levels in a large, statin-treated cohort. Circulation 2012;126:2556–64.

27] Horsfall LJ, Nazareth I, Pereira SP, Petersen I. Gilbert’s syndrome and the
risk of death: a population-based cohort study. J Gastroenterol Hepatol
2013;28:1643–7.

28] Chen YH, Hung SC, Tarng DC. Serum bilirubin links UGT1A1*28 polymor-
phism and predicts long-term cardiovascular events and mortality in chronic
hemodialysis patients. Clin J Am Soc Nephrol 2011;6:567–74.

29] Ong KL, Allison MA,  Cheung BM,  Wu BJ, Barter PJ, Rye KA. The relation-
ship between total bilirubin levels and total mortality in older adults: the
United States National Health and Nutrition Examination Survey (NHANES)
1999–2004. PLOS ONE 2014;9:e94479.
30] Vasovic O, Lalic K, Trifunovic D, Milic N, Jevremovic I, Popovic L, et al. Prediction
of cardiovascular mortality in functionally disabled elderly – a possible new
score. J Med  Biochem 2014;33:181–90.

31] Boland BS, Dong MH,  Bettencourt R, Barrett-Connor E, Loomba R. Association
of  serum bilirubin with aging and mortality. J Clin Exp Hepatol 2014;4:1–7.

[

logy 18 (2019) 379–385 385

32] Zulus B, Grunbacher G, Kleber ME,  Marz W,  Renner W.  The UGT1A1*28 gene
variant predicts long-term mortality in patients undergoing coronary angiog-
raphy. Clin Chem Lab Med  2018;56:560–4.

33] Cox AJ, Ng MCY, Xu J, Langefeld CD, Koch KL, Dawson PA, et al. Association
of  SNPs in the UGT1A gene cluster with total bilirubin and mortality in the
Diabetes Heart Study. Atherosclerosis 2013;229:155–60.

34] Kuhn T, Sookthai D, Graf ME,  Schübel R, Freisling H, Johnson T, et al. Albumin,
bilirubin, uric acid and cancer risk: results from a prospective population-based
study. Br J Cancer 2017;117:1572–9.

35] Wang Y, Yi C, Wang Y, Li H, Li B, Wang D, et al. Distribution of uri-
dine diphosphate glucuronosyltransferase 1A polymorphisms and their
role in irinotecan-induced toxicity in patients with cancer. Oncol Lett

2017;14:5743–52.

36] Liu CY, Chen PM, Chiou TJ, Liu JH, Lin JK, Lin TC, et al. UGT1A1*28 polymorphism
predicts irinotecan-induced severe toxicities without affecting treatment out-
come and survival in patients with metastatic colorectal carcinoma. Cancer
2008;112:1932–40.

http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0310
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0310
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0310
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0310
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0310
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0310
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0310
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0310
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0310
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0310
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0310
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0310
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0310
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0310
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0310
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0310
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0310
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0310
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0310
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0310
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0310
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0310
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0310
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0310
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0315
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0315
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0315
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0315
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0315
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0315
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0315
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0315
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0315
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0315
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0315
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0315
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0315
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0315
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0315
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0315
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0315
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0315
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0315
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0315
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0315
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0315
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0315
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0315
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0315
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0320
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0320
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0320
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0320
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0320
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0320
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0320
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0320
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0320
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0320
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0320
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0320
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0320
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0320
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0320
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0320
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0320
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0320
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0320
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0320
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0320
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0320
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0320
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0320
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0320
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0320
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0320
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0320
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0320
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0320
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0320
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0325
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0325
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0325
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0325
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0325
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0325
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0325
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0325
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0325
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0325
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0325
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0325
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0325
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0325
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0325
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0325
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0325
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0325
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0325
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0325
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0325
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0325
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0325
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0325
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0325
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0325
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0325
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0325
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0325
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0325
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0325
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0325
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0325
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0325
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0325
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0325
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0325
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0325
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0325
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0325
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0325
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0330
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0330
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0330
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0330
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0330
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0330
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0330
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0330
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0330
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0330
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0330
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0330
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0330
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0330
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0330
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0330
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0330
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0330
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0330
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0330
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0330
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0330
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0330
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0330
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0330
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0330
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0330
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0330
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0330
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0330
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0330
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0330
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0330
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0335
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0335
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0335
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0335
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0335
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0335
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0335
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0335
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0335
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0335
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0335
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0335
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0335
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0335
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0335
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0335
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0335
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0335
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0335
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0335
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0335
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0335
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0335
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0335
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0335
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0340
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0340
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0340
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0340
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0340
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0340
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0340
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0340
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0340
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0340
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0340
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0340
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0340
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0340
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0340
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0340
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0340
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0340
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0340
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0340
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0340
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0340
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0340
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0340
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0340
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0340
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0340
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0340
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0340
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0340
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0345
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0345
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0345
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0345
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0345
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0345
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0345
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0345
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0345
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0345
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0345
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0345
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0345
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0345
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0345
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0345
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0345
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0345
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0345
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0345
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0345
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0345
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0345
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0345
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0345
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0345
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0345
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0345
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0345
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0345
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0345
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0345
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0345
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0345
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0345
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0345
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0350
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0350
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0350
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0350
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0350
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0350
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0350
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0350
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0350
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0350
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0350
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0350
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0350
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0350
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0350
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0350
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0350
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0350
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0350
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0350
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0350
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0350
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0350
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0350
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0350
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0350
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0350
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0350
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0350
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0350
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0350
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0350
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0350
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0355
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0355
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0355
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0355
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0355
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0355
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0355
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0355
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0355
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0355
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0355
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0355
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0355
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0355
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0355
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0355
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0355
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0355
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0355
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0355
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0355
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0355
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0355
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0355
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0355
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0355
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0355
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0355
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0355
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0355
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0355
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0355
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0355
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0355
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0355
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0355
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0355
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0360
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0360
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0360
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0360
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0360
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0360
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0360
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0360
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0360
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0360
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0360
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0360
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0360
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0360
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0360
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0360
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0360
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0360
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0360
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0360
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0360
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0360
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0360
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0360
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0360
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0360
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0360
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0360
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0360
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0360
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0360
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0360
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0360
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0360
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0360
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0360
http://refhub.elsevier.com/S1665-2681(19)30023-7/sbref0360

	Association between plasma bilirubin and mortality
	1 Material and methods
	1.1 Subjects in the cohort and in the nested case–control study
	1.2 Measurements and mortality follow-up
	1.3 Laboratory analyses
	1.4 Statistical analyses

	2 Results
	3 Discussion
	Conflict of interest
	Acknowledgements
	References


