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ARTICLE INFO ABSTRACT

Handling Editor: Lesa Aylward Hyperuricemia is becoming a serious public health issue, which is highly influenced by environmental factors,
Keywords: although there is still controversial information on the potential influence of the exposure to Persistent Toxic
Persistent toxic substances Substances (PTSs) in the general population. In this study we aimed to assess the association. PTS exposure with
Uric acid uric acid homeostasis in a sample of the Spanish population.

Hyperuricemia Participants were recruited during 2009-2010 in all the main geographical areas of Spain. Exposure to 34
Metabolic disruption PTSs was estimated by chemical analyses of serum levels of 6 Polychlorinated Biphenyls (PCBs, n = 950), 13
I;;;":" biomonitoring Organochlorine Pesticides (OCPs, n = 453), 6 Perfluoroalkyl Substances (PFAs, n = 755), 7 Polybrominated

Diphenyl Ethers (PBDEs, n = 365), urinary Cadmium (n = 926), and Lead in whole blood (n = 882). The two
study outcomes were defined as the prevalence of hyperuricemia in the study population and uric acid levels, the
latter only in individuals with no previous diagnosis of hyperuricemia. Statistical analyses were performed by
means of binomial logistic regression and linear regression, and mixture effects were screened using Weighted
Quantile Sum Regression (WQS).

Serum concentrations of y-HCH, o,p~DDE, PCB-138, PCB-153, PFOA, and urinary Cadmium were associated
with an increased risk of hyperuricemia, while PBDE-153 showed an inverse association with the effect.
Furthermore, exposure to Cadmium, PCB-138, and to PCB-153 was positively associated with uric acid levels.
Results were consistent after lipid adjustment or standardization. WQS analyses revealed a major contribution of
PCB-153 within the PCB mixture on both the risk of hyperuricemia and uric acid levels. Sensitivity analyses were
performed by adjusting for dietary habits, fasting glucose and estimated glomerular filtration rate.

Overall, we found novel associations between human exposure to mixtures of PTSs and disturbances in uric
acid homeostasis. However, we cannot completely rule out potential residual confounding effect or reversed-
causality related to the cross-sectional design.

1. Introduction on the balance between the production (either from dietary purine in-
take or endogenous production) and excretion (renal [65-75%] or

Uric acid (UA) is an end-product of hepatic purine metabolism in gastrointestinal [25-35%]) (Perez-Ruiz et al., 2002). Failures in renal
humans (de Oliveira and Burini, 2012), and blood levels are dependent excretion account for 90% of the morbidity related to increased UA
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levels (Mandal and Mount, 2015).

Elevated serum UA levels can have pathological implications. In
fact, an estimated 5% of the individuals with UA > 9 mg/dL develop
gout, a systemic condition characterized by the deposition of mono-
sodium urate crystals in body tissues, particularly joints (Ragab et al.,
2017). Gout is early manifested in acute joint inflammation, while
medium to long-term manifestations include renal stones and tophi
(Ragab et al., 2017). Of special concern is the apparently close re-
lationship between hyperuricemia and other chronic systemic diseases,
such as hypertension, diabetes mellitus, cardiovascular disease, obesity,
or metabolic syndrome, which are usually presented as bidirectional
comorbidities (Katsiki et al., 2013; Kuo et al., 2015; Mazzali et al.,
2010; Mortada, 2017).

Hyperuricemia figures during recent decades indicate that it is be-
coming increasingly prevalent, particularly in developed countries
(Neogi, 2008). Previous research has identified a number of non-mod-
ifiable risk factors, such as age, sex, ethnicity, and specific genetic
variants that may induce an increased risk of hyperuricemia
(MacFarlane and Kim, 2014). In addition, the important variations in
the prevalence of hyperuricemia according to geographical areas and
sociodemographic characteristics (Song et al., 2018) suggest a relevant
causal role of environmental factors in the pathogenesis.

Virtually all humans are daily exposed to persistent toxic substances
(PTSs), which are highly resistant to the degradation and tend to ac-
cumulate and very often biomagnify along the food chain (Porta et al.,
2003). PTSs include organic molecules, such as Organochlorine Pesti-
cides (OCPs), which have been widely used both in agriculture and
public health interventions; Polychlorinated Biphenyl (PCBs), a wide
group of 209 congeners which have been used in multitude of industrial
applications, e.g., in thermal insulation or as coolants (ATSDR, 2000);
Perfluoroalkyl Substances (PFAs), used in a variety of consumer pro-
ducts and industrial processes, e.g. liquid repellant, industrial surfac-
tants, firefighting foams (Schultz et al., 2003); or Polybrominated Di-
phenyl Ethers (PBDEs), very often present as flame retardants in the
composition of electronics, textiles, building materials, or furnishings,
among others (Fromme et al., 2016). PTSs also include inorganic ele-
ments such as heavy metals, many of them naturally present in the
environment, but also widely used for industrial, agricultural, domestic
and technological purposes (Tchounwou et al., 2012).

Previous epidemiological and experimental research has evidenced
adverse chronic health outcomes linked to long-term human exposure
to low-doses of PTSs (or even mixtures of them), such as OCPs or PFAs
with metabolic syndrome (Lin et al., 2009; Mustieles et al., 2017) and
hypertension (Arrebola et al., 2015); PCBs, PBDEs, or heavy metals with
cardiovascular disease risk (Gump et al., 2014; Ruiz-Hernandez et al.,
2017; Singh and Chan, 2017) or chronic kidney disease (Lunyera and
Smith, 2017). There are some epidemiological evidences supporting a
role of PTS exposure in the development of hyperuricemia and/or gout,
both in accidentally-exposed populations [e.g furans in Japan
(Imamura et al., 2009), PFAs in the United States (Steenland et al.,
2010), PFAs in Italy (Costa et al., 2009), and polychlorinated dibenzo-p-
dioxins and PFAs in Taiwan (Chang et al., 2013; Qin et al., 2016)], as
well as in baseline populations [e.g. lead in China (Dai et al., 2015), or
PFAs, OCPs, Polychlorinated Dibenzo-p-Dioxins, and dioxin-like PCBs in
the United States (Gleason et al., 2015 pp. 2007-2010; Lee et al.,
2013)].

BIOAMBIENT.ES project is encompassed in a Spanish National
Human Biomonitoring program (HBM) (Pérez-Gomez et al., 2013),
which was promoted by the Spanish Ministry of Agriculture, Food and
the Environment. The project aims to enhance the current under-
standing of the distribution of priority PTSs in the Spanish population
and to establish reference values, by analyzing a representative sample
of the Spanish working population (Bartolomé et al., 2015; Canas et al.,
2014; Huetos et al., 2014; Lépez-Herranz et al., 2016; Ramos et al.,
2017).

The present research aims to expand the current knowledge of the
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potential metabolic disrupting effect of PTSs, by examining their asso-
ciations with uric acid homeostasis in the BIOAMBIENT.es population.

2. Methods
2.1. Study population

The present research is based on BIOAMBIENT.ES study, which was
designed to recruit a representative sample of the Spanish workforce.
The study population was recruited between March 2009 and July 2010
among those occupationally active individuals who underwent their
annual medical check-up. An extensive description of the study has
been published elsewhere, including the protocols, recruitment process,
characteristics of the study population, and PTS concentrations (Pérez-
Goémez et al., 2013; Bartolomé et al., 2017; Canas et al., 2014; Esteban
et al.,, 2013; Huetos et al., 2014; Lopez-Herranz et al., 2016; Ramos
et al., 2017). Self-administered questionnaires were used to gather in-
formation on socio-demographic, lifestyle and environmental variables,
tobacco exposure, and diet.

Clinical information was gathered from the hospital records and
during the annual occupational medical check-up of each participant.
For the present study, we considered two outcomes:

1. Prevalent hyperuricemia (dichotomous, hyperuricemic/normour-
icemic). A participant was considered hyperuricemic if he/she met
=1 of the following criteria: a) serum uric acid levels =7.0 mg/dL
in males or = 6.0 mg/dL in females, at recruitment or in previous
screenings, b) had been prescribed any pharmacological treatment
for lowering uric acid levels, and/or c¢) had been diagnosed with
gout by a clinician.

. Serum uric acid levels (interval, mg/dL) in the analyses at recruit-
ment.

From the 1880 individuals that provided biological samples, 950
(50.5%) had clinical information on diagnosis of hyperuricemia in their
records. From these, a total of 134 had been diagnosed with hyperur-
icemia, which means a prevalence of 14.1%. Serum uric acid analyses at
recruitment was available from all the mentioned 950 individuals.

2.2. Ethical approval

The study was performed in accordance with legal/ethical princi-
ples and regulations concerning research involving individual in-
formation and biological samples, including “Organic Law 15/1999 on
Personal Data protection and its Regulations”, “Law 41/2002, on
Autonomy of Patients and rights and obligations relating to health in-
formation and documentation”, “General Health Law 14/1986”,
Declaration of Helsinki, and UNESCO Universal Declaration on the
Human Genome and Human Rights. The study protocol was approved
by Comité Etico Cientifico and the Legal Department of IBERMUTUA-
MUR.

2.3. Sample preparation and chemical analysis of persistent pollutants

Exposure to selected PTSs was estimated from chemical analyses of
their concentrations in serum, blood or urine. Protocols of sample
preparation, chemical analyses, and quality control have been pre-
viously described (Bartolomé et al., 2017; Cafas et al., 2014; Esteban
et al., 2013; Huetos et al., 2014; Lopez-Herranz et al., 2016; Ramos
et al., 2017).

A total of 34 PTSs were included in this study: serum poly-
brominated diphenyl ethers (PBDEs, congeners —28, —47, —99,
—100, —153, —154, —183), serum perfluorinated alkyl substances
(PFAs, perfluoroctane sulfonate [PFOS]; perfluorooctanoic acid
[PFOA]; perfluorohexane sulfonate [PFHxS]; perfluorononanoic acid
[PFNA]; perfluorodecanoic acid [PFDA]; N-Methylperfluorooctane
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Sulfonamide [N-MeFOSAA]), serum organochlorine pesticides p,p - and
o,p-DDE; p,p- and o,p-DDT; aldrin; dieldrin; endrin; hexa-
chlorobenzene [HCB]; heptachlor; heptachlor epoxide; a-, -, and y-
hexachlorocyclohexane [a-, -, and y-HCH]); and Polychlorinated
Biphenyls (PCBs, congeners —28, —52, —101, —138, —153, —180),
urinary Cadmium (Cd), and Lead in whole blood (Pb). Chemical ana-
lyses of the 34 PTSs were performed between 2010 and 2017, although
each family was analyzed during a maximum period of 8 months.

Total cholesterol and triglycerides were quantified in serum samples
by means of an enzymatic method coupled to spectrophotometry at
500 nm (Bernert et al., 2007), and total serum lipids were estimated as
described elsewhere (Phillips et al., 1989). Urinary creatinine was
analyzed by Jaffé method using a commercial kit (Spinreact, Spain).
Estimated Glomerular filtration rate was calculated using CDK-EPI
(Chronic Kidney Disease Epidemiology Collaboration) formula (Levey
et al., 2009)

From the 1880 recruited individuals, clinical information was
available from 950. PCBs were analyzed in all the 950 individuals,
while a subset of 453 was screened for OCPs, 755 for PFAs, 925 for Cd,
and 882 for Pb.

2.4. Statistical analysis

First, associations between individual PTS concentrations and hy-
peruricemia were studied by binomial unconditional logistic regression,
calculating odds ratios (ORs) with their corresponding 95% confidence
intervals (CIs). PTS concentrations were entered as log-transformed
variables when their levels of quantification were > 60%, or as di-
chotomous variables (> LOQ vs < LOQ) in those PTS with levels of
quantification < 60%. When PTS concentrations were used as con-
tinuous variables, concentrations below the limit of quantification
(LOQ) were replaced by the LOQ divided by the square root of two.
Chemicals with no sample > LOD (i.e. a-HCH, Heptachlor, Aldrin,
Endrin, and o,p~-DDT) were not considered in any of the multivariable
analyses.

As a measure of a potential cumulative effect, we explored the risk
of hyperuricemia in those individuals with the highest number of
chemicals at increased concentrations. For this purpose, we selected
those chemicals significantly associated with hyperuricemia in the in-
dividual models and considered that a study participant was highly
exposed to a specific PTS when he/she showed concentrations in the
4th quartile (for PTSs with quantification levels > 25%) or > LOQ (for
PTSs with quantification levels < 25%). Then, the total number of PTSs
at high concentrations was calculated in each participant and categor-
ized as a dichotomous variable (=2/ < 2 PTSs), and its association
with the risk of hyperuricemia assessed by unconditional logistic re-
gression. These analyses were restricted to the 92 individuals who had
been analyzed for the five PTS families of interest.

The linear regression analyses of the associations between PTS
concentrations and uric acid levels were carried out without the 134
individuals previously diagnosed with hyperuricemia, given that the
receipt of medical intervention might have artificially modified their
uric acid levels. The shape of the associations were assessed by using
locally weighted scatterplot smoothing (LOWESS) and Generalized
Additive Models (GAM), and further analyses were performed by means
of multivariable linear regression.

All the logistic and linear regression models were adjusted for
variables whose inclusion in any model produced changes > 10% in
beta coefficients and/or those reported as potential confounders in
previous studies, i.e., sex (male/female), age (yrs), body mass index
(kg/m?), weight loss during the previous 6 months (< 1Kg/1-5Kg/
=6 Kg), region of residence (North, Center, East, South), smoking habit
(non-smoker/smoker/former smoker), alcohol consumption (non-con-
sumer/consumer), and education (primary or lower/secondary/uni-
versity).

In order to assess the robustness of our findings, four sensitivity
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analyses were performed. Given that certain dietary habits are con-
sidered a risk factor for hyperuricemia, but can also be a source of PTS
exposure in the general population, we re-built the models adjusting for
self-reported habitual consumption of the following items: fruit, meat,
eggs, fish, pasta/rice/potatoes, bread, vegetables, legumes, cold cuts,
dairy products, and sweets (e.g. biscuits, cakes). Food consumption was
categorized in 5 levels: <1/week, 1/week, 2-4/ week, 5-6/week, =1/
day, and entered in each model using a forward stepwise technique
based on changes in Akaike information criterion (AIC). Models were
also adjusted for fasting glucose and estimated glomerular filtration
rate, given the existing evidences supporting that elevated uric acid
levels might be a consequence of a decreased renal function and/or
insulin resistance (Li et al., 2013; Prasad Sah and Qing, 2015). Fur-
thermore, and considering that serum lipids may be associated with the
underlying metabolic perturbation of participants as well as influence
the concentrations of the most lipophilic families (e.g. OCPs, PCBs, and
PBDEs), we also performed the multivariable models using wet-basis
concentrations of these families, with and without adjustment by total
serum lipids (Tables 3 and 4). Additionally, the models were repeated
after removing individuals with diagnosis of diabetes, hypertension
and/or renal disease (data not shown in tables but mentioned in the
results section).

The potential mixture effect within the different PTS families was
assessed using Weighted Quantile Sum Regression (WQS, Carrico et al.,
2015), which combines the individual associations into a weighted
index, and estimates the specific weight of each chemical on the mix-
ture. Associations between each WQS index and its corresponding
outcome were further studied by using multivariable linear or logistic
regression, when appropriate, adjusting for the same covariates in-
cluded in the individual models. Given the different sample size of each
family of pollutants, we performed WQS index calculation on each in-
dividual family, and therefore the individual contribution of each
chemical reflects its relative effect within its family. In addition, we also
performed WQS analyses entering all the chemicals positively asso-
ciated with the effects in the multivariable models, although these re-
sults should be taken with care given the limited number of individuals.
Each WQS model was calculated by entering the chemicals of the same
family with =60% samples > LOQ. The WQS analyses were performed
with quartile-scored pollutant concentrations, using a training set de-
fined as a 40% random sample of the dataset, being the remaining 60%
used for model validation. The final weights were calculated using a
total of 400 bootstrap steps.

The statistical significance level was set at p = 0.05, although p-
values < 0.10 were considered as marginally-significant. R statistical
computing environment v3.4.0 (http://www.r-project.org/) was used
for data analyses, with gWQS package v1.0.0 for the calculations of
WQS index.

3. Results

Table 1 summarizes the main sociodemographic, anthropometric,
clinical and lifestyle characteristics of each population subsample in
which each group of PTSs was analyzed. Median age ranged from 35.4
to 38.1 years. There was a similar proportion of males and females, with
the exception of the subsample included in the OCP analyses, that
showed a higher proportion of males than females (68% vs 32%, re-
spectively). The population had predominantly secondary studies
(57%-61%) and the majority of the participants were recruited in the
central area of the country (38.4% - 40.4%). Median (25th-75th per-
centiles) uric acid levels were 3.6 mg/dL (4.8-5.9), and there were 134
(14%) of individuals with hyperuricemia. These characteristics did not
substantially differ when restricting the analyses to normouricemic
individuals (Supplemental Material, Table S1). Total serum lipids were
positively and significantly associated with both the risk of hyperur-
icemia (OR = 1.25, p = 0.001) and uric acid levels (beta = 0.03,
p = 0.001), the latter only in normouricemic individuals.
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Table 1
Characteristics of the study population according to the groups of PTSs analyzed.
PBDEs (n = 365) PFAs (n = 342) OCPs (n = 453) PCBs (n = 950) Cd (n = 925) Pb (n = 882)
n % n % n % n % n % n %

Sex

Male 195 53.4 164 48.0 308 68.0 497 52.3 482 52.1 458 51.9

Female 170 46.6 178 52.0 145 32.0 453 47.7 443 47.9 424 48.1
Education

Primary or lower 44 12.1 54 15.8 57 12.6 121 12.7 118 12.8 109 12.4

Secondary 221 60.5 195 57.0 278 61.4 574 60.4 558 60.3 528 59.9

University 100 27.4 93 27.2 118 26.0 255 26.8 249 26.9 245 27.8
Region of recruitment

North 111 30.4 92 26.9 118 26.1 252 26.5 244 26.4 235 26.6

North-East 7 1.9 9 2.6 5 1.1 16 1.7 16 1.7 16 1.8

Center 142 38.9 138 40.4 175 38.6 365 38.4 362 39.1 343 38.9

East 53 14.5 55 16.1 74 16.3 166 17.5 163 17.6 154 17.5

South 59 16.2 57 16.7 86 19.0 167 17.6 156 16.9 150 17.0
Smoking habit

Non-smoker 204 55.9 205 59.9 260 57.4 538 56.6 524 56.6 503 57.0

Smoker 149 40.8 129 37.7 178 39.3 384 40.4 373 40.3 352 39.9

Former smoker 12 3.3 8 2.3 15 3.3 28 2.9 28 3.0 27 3.1
Alcohol consumption

Non-consumer 43 11.8 34 9.9 42 9.3 29 10.4 93 10.1 87 9.9

Consumer 322 88.2 308 90.1 411 90.7 851 89.6 832 89.9 795 90.1
Weight loss during last 6 months

< 1Kg 272 74.5 274 80.1 344 75.9 736 77.5 713 77.1 675 76.5

1-5Kg 67 18.4 55 16.1 77 17.0 158 16.6 156 16.9 152 17.2

=6Kg 26 7.1 13 3.8 32 7.1 56 5.9 56 6.1 55 6.2
Place of residence

City center 267 74.2 244 71.8 322 71.6 672 71.6 658 71.8 627 71.7

Other 93 25.8 96 28.2 128 28.4 266 28.4 259 28.2 247 28.3

Percentiles Percentiles Percentiles Percentiles Percentiles Percentiles
25th  50th  75th  25th  50th  75th  25th  50th  75th  25th  50th  75th  25th 50th  75th  25th  50th  75th

Age (yrs) 31.0 374 449 31.7 381 461 304 354 417 31.0 374 443 31.0 374 443 309 371 44.0
Abdominal perimeter (cm) 780 87.0 940 770 860 950 8.0 870 950 780 8.0 950 780 8.0 950 780 8.0 950
Body Mass Index (Kg/m?) 231 253 280 225 252 281 233 254 279 229 252 280 229 252 280 229 252 280
Total serum lipids (g/L) 5.1 5.9 6.6 5.1 5.9 6.8 5.1 5.8 6.6 5.1 5.8 6.6 5.1 5.8 6.6 5.1 5.8 6.6
Uric acid (mg/dL) 3.6 4.8 5.9 3.6 4.5 5.9 4.0 5.1 6.1 3.6 4.7 6.0 3.6 4.7 6.0 3.6 4.7 6.0

A description of PTS concentrations in the study population is dis-
played in Table 2. We did not find substantial differences in the con-
centrations when only individuals with no hyperuricemia were selected
(Supplemental Material, Table S2). PTS levels and predictors have been
extensively discussed elsewhere (Bartolomé et al., 2017; Canas et al.,
2014; Huetos et al., 2014; Lépez-Herranz et al., 2016; Ramos et al.,
2017).

The results of the multivariable logistic regression analyses between
individual PTS levels and the risk of hyperuricemia in the study po-
pulation are shown in Table 3. Serum concentrations of PCB-138, PCB-
153, PCB-180, PFOA, as well as urinary Cadmium were associated with
an increased risk of hyperuricemia, while PBDE-153 showed an inverse
association with the risk. Furthermore, participants with y-HCH and
o,p-DDE concentrations > LOQ also showed a marginally-significant
increased risk (in comparison to those with concentrations < LOQ). The
observed associations did not substantially change after adjustment for
total serum lipids or when the concentrations of the most lipophilic
chemicals were expressed on a lipid basis (Table 3). Adjustments for
dietary items only produced relevant changes in the estimates for
PFOA, in which the magnitude of the association decreased (Supple-
mentary Material, Table S3), but after adjustment for CDK-EPI and
fasting glucose (Supplementary Material, Table S3). However, new
significant associations emerged after adjustment for dietary items or
fasting glucose and urinary creatinine, with PBDE-100 and PCB-180
being positively associated with the risk of hyperuricemia (Supple-
mental Material, Table S3). Stratification by sex or deletion of in-
dividuals with diagnosis of diabetes, cardiovascular disease and/or
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hypertension did not substantially affect the results (data not shown).

From the 92 individuals that had available analyses of the three
groups of PTSs (PCBs, organochlorine pesticides, and PFAs), a total of
37 (40.3%) had increased levels of =2 of the PTSs individually asso-
ciated with the risk of hyperuricemia (i.e., PFOA, PFNA, y-HCH, PCB-
101, PCB-138, PCB-153 and/or PCB-180). These participants showed a
higher risk of developing hyperuricemia, but the association was only
marginally significant, probably due to the limited sample size
(OR = 1.70, p = 0.066) (data not shown in tables).

Table 4 shows the results from the multivariable linear regression
analyses between PTS concentrations and serum uric acid levels in
normouricemic individuals. These analyses were restricted to those
participants without diagnosed hyperuricemia because the treatment of
the disease will likely modify the levels of uric acid. Serum con-
centrations of PCB-138 and PCB-153, as well as urinary Cadmium,
showed positive associations with uric acid levels, while PBDE-153 was
inversely associated with uric acid. The observed associations did not
substantially change when the concentrations of the most lipophilic
chemicals were expressed on a lipid-basis or after adjustment for total
serum lipids (Table 4). Adjustment for dietary items did not produce
relevant changes in the models, but new associations emerged after
adjustment for CDK-EPI and fasting glucose, with PFHxS, PFOA, and
HCB being also positively associated with uric acid levels (Supple-
mental Material, Table S4). No relevant differences were observed after
stratification by sex (Data not shown in tables).

As explained above, given the different sample size of each family of
PTSs, we calculated a WQS index for each of the three families, and
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Table 2
PTS concentrations the study population.
Units Percentiles

5th 10th 25th 50th 75th 90th 95th
PBDE-28 (ng/g lipid) < LOQ < LOQ < LOQ < LOQ 0.07 0.13 0.19
PBDE-47 (ng/g lipid) < LOQ < LOQ < LOQ 0.06 0.29 0.80 1.41
PBDE 99 (ng/g lipid) < LOQ < LOQ < LOQ < LOQ < LOQ 0.19 0.30
PBDE-100 (ng/g lipid) < LOQ < LOQ < LOQ < LOQ 0.15 0.31 0.52
PBDE-153 (ng/g lipid) 0.15 0.21 0.32 0.47 0.71 1.10 1.55
PBDE-154 (ng/g lipid) 0.06 0.06 0.08 0.15 0.26 0.40 0.50
PBDE-183 (ng/g lipid) < LOQ < LOQ < LOQ < LOQ < LOQ 0.13 0.25
PFHxS (ng/mL) < LOQ < LOQ 0.45 0.73 1.07 1.50 2.04
PFOA (ng/mL) 0.82 1.03 1.34 1.83 2.53 3.44 4.32
PFOS (ng/mL) 2.35 3.21 5.14 7.23 10.11 14.03 17.76
PFNA (ng/mL) 0.44 0.50 0.64 0.88 1.26 1.69 1.91
PFDA (ng/mL) 0.14 0.14 0.24 0.35 0.54 0.76 0.99
N-Me-FOSA (ng/mL) <10Q < LOQ < LOQ < LOQ < LOQ < LOQ < LOQ
HCB (ng/g lipid) < 1LOQ 6.50 14.09 28.09 56.49 114.40 207.99
a-HCH (ng/g lipid) <LOQ <LOQ <LOQ <LOQ <LOQ <LOQ < LOQ
B-HCH (ng/g lipid) <10Q < LOQ < LOQ < LOQ < LOQ 0.07 0.12
v-HCH (ng/g lipid) < LOQ < LOQ < LOQ < LOQ < LOQ 0.03 0.05
Heptachlor (ng/g lipid) < LOQ < LOQ < LOQ < LOQ < LOQ < LOQ < LOQ
Heptachlor epoxide (ng/g lipid) < LOQ < LOQ < LOQ < LOQ < LOQ < LOQ 0.01
Aldrin (ng/g lipid) < LOQ < LOQ < LOQ < LOQ < LOQ < LOQ < LOQ
Endrin (ng/g lipid) < LOQ < LOQ < LOQ < LOQ < LOQ < LOQ < LOQ
Dieldrin (ng/g lipid) <LOQ <LOQ <LOQ <LOQ <LOQ 0.02 0.02
p,p-DDE (ng/g lipid) 31.59 45.75 83.10 152.50 280.34 519.44 696.63
o,p"-DDE (ng/g lipid) < LOQ < LOQ < LOQ < LOQ < LOQ < LOQ < LOQ
p,p-DDT (ng/g lipid) <LOQ <LOQ <LOQ <LOQ <LOQ 5.80 9.40
o,p-DDT (ng/g lipid) < LOQ < LOQ < LOQ < LOQ < LOQ < LOQ < LOQ
PCB-28 (ng/g lipid) < LOQ < LOQ < LOQ < LOQ < LOQ < LOQ < LOQ
PCB-52 (ng/g lipid) <LOQ <LOQ <10Q <LOQ <LOQ <10Q < LOQ
PCB-101 (ng/g lipid) < LOQ < LOQ <1LOQ < LOQ < LOQ <LOQ 51.37
PCB-138 (ng/g lipid) 5.37 9.59 19.01 34.45 56.25 84.54 109.64
PCB-153 (ng/g lipid) 7.03 13.83 24.80 45.14 74.24 112.49 149.25
PCB-180 (ng/g lipid) 10.17 18.63 30.73 58.30 96.51 156.39 194.63
Cadmium (ng/mL) < LOQ < LOQ 0.17 0.27 0.48 0.77 0.99
Lead (ng/mL) 0.11 0.31 0.63 1.06 1.81 2.84 3.55

LOQ: Limit of quantification.

therefore the contribution of each chemical reflects its relative effect
within its family. WQS index for PCBs was positively and borderline-
significantly associated with both the risk of hyperuricemia (exp
[beta] = 2.02; p < 0.001) and uric acid concentrations (beta = 0.43;
p = 0.01). PCB -153 concentrations accounted for the majority of the
mixture effect in the two models (44% in the model for hyperuricemia
and 59% in the model for uric acid levels) (Fig. 1). With the rest of
families, we did not achieved any index significantly associated with
the effects, although they did not produce any significant results with
the WQS indices, neither in the logistic regression (exp[beta] = 1.75;
p = 0.475) nor in the linear regression (beta = 0.62; p = 0.690),
probably because of the limited number of individuals with available
chemical analyses, that restricted the models to n = 174 and n = 173,
respectively (Data not shown in tables/figures).

4. Discussion

In this article we present novel results suggesting a potential role of
human exposure to mixtures of PTSs on the pathogenesis of hyperur-
icemia. We found not only associations of exposure levels with the risk
of diagnosed hyperuricemia, but also with subclinical uric acid levels.

To the best of our knowledge, our findings of epidemiological as-
sociations of PCBs —138 and — 153 with uric acid homeostasis have
not been previously reported, although some effects have been evi-
denced in animals treated with mixtures of PCBs (Burgin et al., 2001;
Kutlu et al., 2007). Regarding metal exposure, cadmium showed par-
ticularly consistent positive associations through all the levels of ad-
justment, both with hyperuricemia and uric acid levels. In this regard,
Sun et al. also reported positive associations of Cd blood levels with uric
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acid levels in a Chinese population, which also appeared to be in-
dependent of eGFR (Sun et al., 2017). Furthermore, Dai et al. (2015)
reported a positive cross-sectional association between blood Pb levels
and the risk of hyperuricemia in China. However, Sponder et al. (2014)
did not find significant associations between biomarkers of Cd and Pb
exposure with uric acid levels in 164 patients with coronary artery
disease from Austria. Steenland et al. (2010) reported significant cross-
sectional positive associations of PFOA and PFOS exposure with hy-
peruricemia in a highly-exposed US population, which were in line with
those from Geiger et al. (2013) and Shankar et al. (2011) using
NHANES data. Also in the NHANES population, serum OCPs, PCDDDs,
and dioxin-like PCBs (but not non-dioxin-like PCBs) were positively
associated with the risk of hyperuricemia (Lee et al., 2013).

The negative coefficients for all PDBEs in the multivariable models
for hyperuricemia and uric acid levels (which were statistically sig-
nificant for congener —153) were unexpected and warrant further re-
search. To the best of our knowledge, these associations have not been
previously reported at an epidemiological level. In experimental stu-
dies, Ernest et al. found a marginally-significant reduction in uric acid
levels with increasing exposure doses of brominated flame retardants in
adult male rates (Ernest et al., 2012)), although Van den Steen et al. did
not observed significant differences between exposed and non-exposed
European starlings (Van den Steen et al., 2010)

Humans are typically exposed to complex mixtures of potentially
metabolic-disrupting environmental pollutants, which represent an
important issue in the risk assessment process. Relevant mixture effects
can be observed even when the single concentrations are below their
safety levels (Kortenkamp, 2014), and variations in the concentrations
of one chemical might even alter the bioavailability of the others
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Hyperuricemia (n=950) Uric acid levels (n=816)
exp(Beta) Standard Error p-value Beta Standard Error p-value
2.02 0.20 <0.001 0.43 0.17 0.010
PCB-138 PCB-180
21% 1% PCB-138
30%
PCB-180
35%
PCB-153
4% PCB-153
59%

Fig. 1. Estimation of the mixture effect of PCBs on the risk of hyperuricemia and uric acid levels using WQS.

(Pollock et al., 2017). These variations in exposure levels might be
behind the discrepancies in different studies concerning their adverse
health effects and therefore, we believe that epidemiological studies
should address combined effects in populations from different geo-
graphical locations in order to elucidate the real effect of PTS mixtures.
In addition, several PTSs frequently show positive intra-family corre-
lations due to their similar physico-chemical properties (Artacho-
Cordon et al., 2015; Darrow et al., 2017), and this can lead to false-
positive findings as well as to an overestimation of the magnitude of the
associations when the effects are evaluated for individual chemicals. In
our study we used WQS analyses to ascertain potential mixture effects,
which pointed to a relevant effect of PCB-153 within the PCB mixtures
on the risk of hyperuricemia as well as on uric acid levels. In fact, those
BIOAMBIENT.ES participants showing =2 PTSs at increased con-
centrations experienced an higher risk of hyperuricemia. In comparison
to other approaches, WQS has been reported to have good sensitivity
and specificity when studying the mixture effect of environmental
pollutants, although its performance decreases when exposures are
highly correlated (Czarnota et al., 2015). We also need to consider that
underlying biological mechanisms are not considered in this models
and, hence, further confirmation in mechanistic studies would be of
interest.

There are large uncertainties regarding the potential mechanisms of
action of PTSs. Previous experimental studies have hypothesized that
certain pollutants might have an effect on uric acid homeostasis
through a disruption of antioxidant enzymes and subsequent generation
of reactive oxygen intermediates, that has been suggested for, e.g., Pb
(Kilikdar et al., 2011) or PFAs (Panaretakis et al., 2001). In addition, we
previously reported associations of chronic exposure to OCPs and PCBs
with the induction of alternative pathways to the glutathione detox-
ification route in humans, which might result in increased oxidative
stress (Artacho-Cordén et al., 2016). It is also possible that the observed
associations were a consequence of a PTS-induced chronic ne-
phrotoxicity through, for example, their interaction with anion trans-
porters involved in renal excretion (Kataria et al., 2015a). Indeed, ad-
verse renal outcomes have been linked to human exposure to Pb
(Sharma et al., 2013), PFAs, PAHs, and some PCBs, among others
(Kataria et al., 2015b). Furthermore, it has also been speculated that the
associations of PFAs with uric acid can be a consequence of a compe-
tition for the same renal transporters involved in the excretion of both
substances (Steenland et al., 2010). Though, adjustment for estimated
glomerular filtration rate did not change the previously-observed as-
sociations in the BIOAMBIENT.ES population (Supplemental Material,
Tables S3 and S4), which suggests the existence of additional me-
chanisms of action different than renal dysfunction, or at least not ac-
counted for by CDK-EPI.
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The present study includes a relatively large study population with
residents from all Spanish regions, as well as a wide range of PTSs.
Additionally, the large amount of epidemiological and clinical data
collected in BIOAMBIENT.ES allowed us to adjust for most of the known
potential confounders. Despite the cross-sectional design, which limits
the assumption of a causal effect, the fact that we found associations of
PTS exposure with both prevalent hyperuricemia in the whole popu-
lation, as well as with uric acid levels in normouricemic participants,
reinforces the hypothesized role of PTS exposure in the disruption of
uric acid homeostasis, particularly in the case of PCBs —138
and — 153.

Another strength of this study is the adjustment for dietary habits,
which are acknowledged as major determinants of both PTS exposure as
well as hyperuricemia and, consequently, likely to confound the asso-
ciations. However, the inclusion of dietary covariates might cause
overadjustment, given that diet typically accounts for the majority of
PTS exposure (Arrebola et al., 2018) and, in this case, the direction of
the associations would be as follows: diet = PTSs = hyperuricemia.
Indeed, the magnitude association between PFOA and the risk of hy-
peruricemia considerably decreased after adjustment for dietary items.
In addition, this cross-sectional study might be prone to reversed-
causality, i.e., individuals diagnosed of hyperuricemia might have
modified their dietary habits and, therefore, their PTSs internal levels.
However, this would mainly affect the logistic regression models and
not so much the linear regression analyses (which included only in-
dividuals with no diagnosis of hyperuricemia). A similar issue also
applies to the models adjusting for glomerular filtration rate and fasting
glucose, which were performed to test if these comorbidities explained
the observed associations. However, these comorbidities might also
share common certain mechanisms of pathogenesis with hyperuricemia
(e.g. oxidative stress), and this might induce some degree of over-
adjustment in the analyses. Therefore, and even though the suggestive
increased number of significant associations found in these models, we
preferred to use a conservative approach and only assume those cor-
responding to the models with the lower level of adjustment. In relation
to serum lipids, several PTSs, e.g., OCPs and PCBs (Arrebola et al.,
2014) or Cadmium (Noor et al., 2018), have been suggested to disrupt
lipid homeostasis, which is closely related to hyperuricemia
(Jayashankar et al., 2016; Bonakdaran and Kharaqani, 2014; Peng
et al., 2015). Therefore, serum lipids might act as a confounder in the
models. However, serum lipids might also be mediator, a collider, part
of the causal pathway between SLs and hyperuricemia, or even a con-
sequence of a PTS-induced disruption of uric acid. For these reasons,
and considering the controversies regarding the need for considering
serum lipids when assessing potential health effects of PTSs (Porta
et al., 2009), we performed two sensitivity analyses, by entering the
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concentrations of lipophilic chemicals on a lipid basis, with and without
adjustment. The fact that we did not observe a relevant influence of
serum lipids in the associations might be related to the fasting condi-
tions in which the individuals were sampled, that would promote a
status of equilibrium across body compartments (Porta et al., 2009), or
simply because serum lipids are not relevant confounders in the asso-
ciations between PTSs and hyperuricemia. Our conceptual framework
for the adjustment for diet and serum lipids is presented as Supple-
mental Material, Fig. S1.

Furthermore, we cannot rule out the presence of undetected re-
sidual confounding that might bias the results and/or potential con-
founders not taken into account, e.g. physical exercise. In addition, we
cannot exclude potential chance findings related to multiple testing.
However, if we consider the most conservative results (non-adjusted for
diet, CDK-EPI or fasting glucose), our statistically significant associa-
tions in each model exceed the 5% that would be expected as a con-
sequence of chance findings using a p-value of 0.05. The risk of chance
findings is even higher in dichotomized variables (Bennette and
Vickers, 2012) and, therefore, our discussion is mostly focused on the
results with continuous predictors. Furthermore, in our opinion, even if
the reported associations were not considered true, their underlying
causes would be worth of further investigation since they might be a
proxy of other unknown external causes of the disease.

5. Conclusions

We found evidences of associations between human exposure to
mixtures of PTSs and disturbances in uric acid homeostasis, that ap-
peared to be independent of common sociodemographic and lifestyle
characteristics, dietary habits, glucose homeostasis and kidney func-
tion. However, we cannot rule out a potential residual confounding or
reversed-causality and further confirmation using longitudinal studies
is required.

Supplementary data to this article can be found online at https://
doi.org/10.1016/j.envint.2018.12.030.

Conflict of interest
The authors declare no conflicts of interest to disclose.
Acknowledgments

This work was funded as part of a research agreement between the
Ministerio de Agricultura, Alimentacién y Medioambiente, Spain and
the Instituto de Salud Carlos III, Madrid , Spain (Project N_ SEG 1251/
07, 1210/10 and 1321/15). The authors would like to thank M. A.
Lucena, the volunteers of BIOAMBIENT.ES and healthcare staff from
the Societies for Prevention of IBERMUTUAMUR, MUTUALIA, MC-
PREVENCI()N, MUGATRA, UNIMAT PREVENCI()N, and PREVIMAC.
Dr. J.P. Arrebola is under contract within Ramon y Cajal program (RYC-
2016-20155, Ministerio de Economia, Industria y Competitividad,
Spain). Data analysis and manuscript preparation were performed
during a research stay of J.P. Arrebola funded by Junta de Andalucia
(EF-04282016).

References

Arrebola, J.P., Ocana-Riola, R., Arrebola-Moreno, A.L., Fernandez-Rodriguez, M., Martin-
Olmedo, P., Fernandez, M.F,, et al., 2014. Associations of accumulated exposure to
persistent organic pollutants with serum lipids and obesity in an adult cohort from
Southern Spain. Environ. Pollut. 195, 9-15. https://doi.org/10.1016/j.envpol.2014.
08.003.

Arrebola, J.P., Fernandez, M.F., Martin-Olmedo, P., Bonde, J.P., Martin-Rodriguez, J.L.,
Exposito, J., et al., 2015. Historical exposure to persistent organic pollutants and risk
of incident hypertension. Environ. Res. 138, 217-223. https://doi.org/10.1016/j.
envres.2015.02.018.

Arrebola, J.P., Castaflo, A., Esteban, M., Bartolomé, M., Pérez-Gémez, B., Ramos, J.J.,
et al., 2018. Differential contribution of animal and vegetable food items on

520

Environment International 123 (2019) 512-521

persistent organic pollutant serum concentrations in Spanish adults. Data from
BIOAMBIENT.ES project. Sci. Total Environ. 634, 235-242. https://doi.org/10.1016/
j.scitotenv.2018.03.283.

Artacho-Cordon, F., Fernandez-Rodriguez, M., Garde, C., Salamanca, E., Iribarne-Duran,
L.M., Torne, P., et al., 2015. Serum and adipose tissue as matrices for assessment of
exposure to persistent organic pollutants in breast cancer patients. Environ. Res. 142,
633-643. https://doi.org/10.1016/j.envres.2015.08.020.

Artacho-Cordoén, F., Leén, J., Sdenz, J.M., Fernandez, M.F., Martin-Olmedo, P., Olea, N.,
et al., 2016. Contribution of persistent organic pollutant exposure to the adipose
tissue oxidative microenvironment in an adult cohort: a multipollutant approach.
Environ. Sci. Technol. 50, 13529-13538. https://doi.org/10.1021/acs.est.6b03783.

ATSDR, 2000. In: Agency for Toxic Substances and Disease Registry (Ed.), Toxicological
Profile for Polychlorinated Biphenyls (Update).

Bartolomé, M., Ramos, J.J., Cutanda, F., Huetos, O., Esteban, M., RuizMoraga, M., Calvo,
E., PérezGémez, B., Gonzalez, O., BIOAMBIENT.ES, Castafo, A., 2015. Urinary
polycyclic aromatic hydrocarbon metabolites levels in a representative sample of the
Spanish adult population: The BIOAMBIENT.ES project. Chemosphere 135, 436-446.
https://doi.org/10.1016/j.chemosphere.2014.12.008.

Bartolomé, M., Gallego-Picé, A., Cutanda, F., Huetos, O., Esteban, M., Pérez-Gémez, B.,
et al., 2017. Perfluorinated alkyl substances in Spanish adults: geographical dis-
tribution and determinants of exposure. Sci. Total Environ. 603-604, 352-360.
https://doi.org/10.1016/j.scitotenv.2017.06.031.

Bennette, C., Vickers, A., 2012. Against quantiles: categorization of continuous variables
in epidemiologic research, and its discontents. BMC Med. Res. Methodol. 12, 21.
https://doi.org/10.1186,/1471-2288-12-21.

Bernert, J.T., Turner, W.E., Patterson, D.G., Needham, L.L., 2007. Calculation of serum
“total lipid” concentrations for the adjustment of persistent organohalogen toxicant
measurements in human samples. Chemosphere 68, 824-831. https://doi.org/10.
1016/j.chemosphere.2007.02.043.

Bonakdaran, S., Kharaqani, B., 2014. Association of serum uric acid and metabolic syn-
drome in type 2 diabetes. Curr. Diabetes Rev. 10 (2), 113-117.

Burgin, D.E., Diliberto, J.J., Derr-Yellin, E.C., Kannan, N., Kodavanti, P.R., Birnbaum,
L.S., 2001. Differential effects of two lots of aroclor 1254 on enzyme induction,
thyroid hormones, and oxidative stress. Environ. Health Perspect. 109, 1163-1168.

Carias, A.L, Cervantes-Amat, M., Esteban, M., Ruiz-Moraga, M., Pérez-Gémez, B., Mayor,
J., et al., 2014. Blood lead levels in a representative sample of the Spanish adult
population: the BIOAMBIENT.ES project. Int. J. Hyg. Environ. Health 217, 452-459.
https://doi.org/10.1016/j.ijheh.2013.09.001.

Carrico, C., Gennings, C., Wheeler, D.C., Factor-Litvak, P., 2015. Characterization of
weighted quantile sum regression for highly correlated data in a risk analysis setting.
J. Agric. Biol. Environ. Stat. 20, 100-120. https://doi.org/10.1007/513253-014-
0180-3.

Chang, J.-W., Ou, H.-Y., Chen, H.-L., Su, H.-J., Lee, C.-C., 2013. Hyperuricemia after
exposure to polychlorinated dibenzo-p-dioxins and dibenzofurans near a highly
contaminated area. Epidimiology 24, 582-589. https://doi.org/10.1097/EDE.
0b013e318294ef68.

Costa, G., Sartori, S., Consonni, D., 2009. Thirty years of medical surveillance in per-
fluooctanoic acid production workers. J. Occup. Environ. Med. 51, 364-372. https://
doi.org/10.1097/JOM.0b013e3181965d80.

Czarnota, J., Gennings, C., Wheeler, D.C., 2015. Assessment of weighted quantile sum
regression for modeling chemical mixtures and cancer risk. Cancer Informat. https://
doi.org/10.4137/CIN.S17295. (14s2:CIN.S17295).

Dai, H., Huang, Z., Deng, Q., Li, Y., Xiao, T., Ning, X., et al., 2015. The effects of Lead
exposure on serum uric acid and hyperuricemia in Chinese adults: a cross-sectional
study. Int. J. Environ. Res. Public Health 12, 9672-9682. https://doi.org/10.3390/
ijerph120809672.

Darrow, L.A., Jacobson, M.H., Preston, E.V., Lee, G.E., Panuwet, P., Hunter, R.E., et al.,
2017. Predictors of serum polybrominated diphenyl ether (PBDE) concentrations
among children aged 1-5 years. Environ. Sci. Technol. 51, 645-654. https://doi.org/
10.1021/acs.est.6b04696.

de Oliveira, E.P., Burini, R.C., 2012. High plasma uric acid concentration: causes and
consequences. Diabetol. Metab. Syndr. 4, 12. https://doi.org/10.1186/1758-5996-
4-12.

Ernest, S.R., Wade, M.G., Lalancette, C., Ma, Y.-Q., Berger, R.G., Robaire, B,, et al., 2012.
Effects of chronic exposure to an environmentally relevant mixture of brominated
flame retardants on the reproductive and thyroid system in adult male rats. Toxicol.
Sci. 127, 496-507. https://doi.org/10.1093/toxsci/kfs098.

Esteban, M., Ruiz-Moraga, M., Pérez-Gémez, B., Castafio, A., 2013. Aspectos practicos de
la fase preanalitica del estudio de biovigilancia BIOAMBIENT.ES. Gac. Sanit. 27,
77-80. https://doi.org/10.1016/j.gaceta.2012.07.004.

Fromme, H., Becher, G., Hilger, B., Vélkel, W., 2016. Brominated flame retardants - ex-
posure and risk assessment for the general population. Int. J. Hyg. Environ. Health
219, 1-23. https://doi.org/10.1016/j.ijheh.2015.08.004.

Geiger, S.D., Xiao, J., Shankar, A., 2013. Positive association between perfluoroalkyl
chemicals and hyperuricemia in children. Am. J. Epidemiol. 177, 1255-1262.
https://doi.org/10.1093/aje/kws392.

Gleason, J.A., Post, G.B., Fagliano, J.A., 2015. Associations of perfluorinated chemical
serum concentrations and biomarkers of liver function and uric acid in the US po-
pulation (NHANES), 2007-2010. Environ. Res. 136, 8-14. https://doi.org/10.1016/j.
envres.2014.10.004.

Gump, B.B., Yun, S., Kannan, K., 2014. Polybrominated diphenyl ether (PBDE) exposure
in children: possible associations with cardiovascular and psychological functions.
Environ. Res. 132, 244-250. https://doi.org/10.1016/j.envres.2014.04.009.

Huetos, O., Bartolomé, M., Aragonés, N., Cervantes-Amat, M., Esteban, M., Ruiz-Moraga,
M., et al., 2014. Serum PCB levels in a representative sample of the SPANISH adult
population: the BIOAMBIENT.ES project. Sci. Total Environ. 493, 834-844. https://


https://doi.org/10.1016/j.envint.2018.12.030
https://doi.org/10.1016/j.envint.2018.12.030
https://doi.org/10.1016/j.envpol.2014.08.003
https://doi.org/10.1016/j.envpol.2014.08.003
https://doi.org/10.1016/j.envres.2015.02.018
https://doi.org/10.1016/j.envres.2015.02.018
https://doi.org/10.1016/j.scitotenv.2018.03.283
https://doi.org/10.1016/j.scitotenv.2018.03.283
https://doi.org/10.1016/j.envres.2015.08.020
https://doi.org/10.1021/acs.est.6b03783
http://refhub.elsevier.com/S0160-4120(18)31566-6/rf0030
http://refhub.elsevier.com/S0160-4120(18)31566-6/rf0030
https://doi.org/10.1016/j.chemosphere.2014.12.008
https://doi.org/10.1016/j.scitotenv.2017.06.031
https://doi.org/10.1186/1471-2288-12-21
https://doi.org/10.1016/j.chemosphere.2007.02.043
https://doi.org/10.1016/j.chemosphere.2007.02.043
http://refhub.elsevier.com/S0160-4120(18)31566-6/rf0155
http://refhub.elsevier.com/S0160-4120(18)31566-6/rf0155
http://refhub.elsevier.com/S0160-4120(18)31566-6/rf0050
http://refhub.elsevier.com/S0160-4120(18)31566-6/rf0050
http://refhub.elsevier.com/S0160-4120(18)31566-6/rf0050
https://doi.org/10.1016/j.ijheh.2013.09.001
https://doi.org/10.1007/s13253-014-0180-3
https://doi.org/10.1007/s13253-014-0180-3
https://doi.org/10.1097/EDE.0b013e318294ef68
https://doi.org/10.1097/EDE.0b013e318294ef68
https://doi.org/10.1097/JOM.0b013e3181965d80
https://doi.org/10.1097/JOM.0b013e3181965d80
https://doi.org/10.4137/CIN.S17295
https://doi.org/10.4137/CIN.S17295
https://doi.org/10.3390/ijerph120809672
https://doi.org/10.3390/ijerph120809672
https://doi.org/10.1021/acs.est.6b04696
https://doi.org/10.1021/acs.est.6b04696
https://doi.org/10.1186/1758-5996-4-12
https://doi.org/10.1186/1758-5996-4-12
https://doi.org/10.1093/toxsci/kfs098
https://doi.org/10.1016/j.gaceta.2012.07.004
https://doi.org/10.1016/j.ijheh.2015.08.004
https://doi.org/10.1093/aje/kws392
https://doi.org/10.1016/j.envres.2014.10.004
https://doi.org/10.1016/j.envres.2014.10.004
https://doi.org/10.1016/j.envres.2014.04.009
https://doi.org/10.1016/j.scitotenv.2014.06.077

J.P. Arrebola et al.

doi.org/10.1016/j.scitotenv.2014.06.077.

Imamura, T., Matsumoto, S., Akahane, M., Kanagawa, Y., Koike, S., Tajima, B., et al.,
2009. Cutaneous symptoms such as acneform eruption and pigmentation are closely
associated with blood levels of 2,3,4,7,8-penta-chlorodibenzofurans in Yusho pa-
tients, using data mining analysis. BMC. Res. Notes 2, 27. https://doi.org/10.1186/
1756-0500-2-27.

Jayashankar, C.A., Andrews, H.P., Vijayasarathi, Pinnelli V.B., Shashidharan, B., Kumar,
H.N.N,, et al., 2016. Serum uric acid and low-density lipoprotein cholesterol levels
are independent predictors of coronary artery disease in Asian Indian patients with
type 2 diabetes mellitus. J. Nat. Sci. Biol. Med. 7, 161. https://doi.org/10.4103/
0976-9668.184703.

Kataria, A., Trachtman, H., Malaga-Dieguez, L., Trasande, L., 2015a. Association between
perfluoroalkyl acids and kidney function in a cross-sectional study of adolescents.
Environ. Health Glob. Access Sci. Source 14, 89. https://doi.org/10.1186/s12940-
015-0077-9.

Kataria, A., Trasande, L., Trachtman, H., 2015b. The effects of environmental chemicals
on renal function. Nat. Rev. Nephrol. 11, 610-625. https://doi.org/10.1038/nrneph.
2015.94.

Katsiki, N., Papanas, N., Fonseca, V.A., Maltezos, E., Mikhailidis, D.P., 2013. Uric acid and
diabetes: is there a link? Curr. Pharm. Des. 19, 4930-4937.

Kilikdar, D., Mukherjee, D., Mitra, E., Ghosh, A.K., Basu, A., Chandra, A.M., et al., 2011.
Protective effect of aqueous garlic extract against lead-induced hepatic injury in rats.
Indian J. Exp. Biol. 49, 498-510.

Kortenkamp, A., 2014. Low dose mixture effects of endocrine disrupters and their im-
plications for regulatory thresholds in chemical risk assessment. Curr. Opin.
Pharmacol. 19, 105-111. https://doi.org/10.1016/j.coph.2014.08.006.

Kuo, C.-F., Grainge, M.J., Zhang, W., Doherty, M., 2015. Global epidemiology of gout:
prevalence, incidence and risk factors. Nat. Rev. Rheumatol. 11, 649-662. https://
doi.org/10.1038/nrrheum.2015.91.

Kutly, S., Colakoglu, N., Halifeoglu, I., Sandal, S., Seyran, A.D., Aydin, M., et al., 2007.
Comparative evaluation of hepatotoxic and nephrotoxic effects of aroclors 1221 and
1254 in female rats. Cell Biochem. Funct. 25, 167-172. https://doi.org/10.1002/cbf.
1289.

Lee, Y.-M., Bae, S.-G., Lee, S.-H., Jacobs, D.R., Lee, D.-H., 2013. Persistent organic pol-
lutants and hyperuricemia in the U.S. general population. Atherosclerosis 230, 1-5.
https://doi.org/10.1016/j.atherosclerosis.2013.06.012.

Levey, A.S., Stevens, L.A., Schmid, C.H., Zhang, Y.L., Castro, A.F., Feldman, H.L, et al.,
2009. A new equation to estimate glomerular filtration rate. Ann. Intern. Med. 150,
604-612.

Li, C., Hsieh, M., Chang, S., 2013. Metabolic syndrome, diabetes, and hyperuricemia.
Curr. Opin. Rheumatol. 25, 210-216. https://doi.org/10.1097/BOR.
0b013e32835d951e.

Lin, C.-Y., Chen, P.-C,, Lin, Y.-C., Lin, L.-Y., 2009. Association among serum per-
fluoroalkyl chemicals, glucose homeostasis, and metabolic syndrome in adolescents
and adults. Diabetes Care 32, 702-707. https://doi.org/10.2337/dc08-1816.

Lopez-Herranz, A., Cutanda, F., Esteban, M., Pollan, M., Calvo, E., Pérez-Gémez, B, et al.,
2016. Cadmium levels in a representative sample of the Spanish adult population: the
BIOAMBIENT.ES project. J. Expo. Sci. Environ. Epidemiol. 26, 471-480. https://doi.
org/10.1038/jes.2015.25.

Lunyera, J., Smith, S.R., 2017. Heavy metal nephropathy: considerations for exposure
analysis. Kidney Int. 92, 548-550. https://doi.org/10.1016/j.kint.2017.04.043.
MacFarlane, L.A., Kim, S.C., 2014. Gout: a review of non-modifiable and modifiable risk
factors. Rheum. Dis. Clin. N. Am. 40, 581-604. https://doi.org/10.1016/j.rdc.2014.

07.002.

Mandal, A.K., Mount, D.B., 2015. The molecular physiology of uric acid homeostasis.
Annu. Rev. Physiol. 77, 323-345. https://doi.org/10.1146/annurev-physiol-021113-
170343.

Mazzali, M., Kanbay, M., Segal, M.S., Shafiu, M., Jalal, D., Feig, D.1., et al., 2010. Uric acid
and hypertension: cause or effect? Curr. Rheumatol. Rep. 12, 108-117. https://doi.
org/10.1007/s11926-010-0094-1.

Mortada, 1., 2017. Hyperuricemia, type 2 diabetes mellitus, and hypertension: an emer-
ging association. Curr. Hypertens. Rep. 19. https://doi.org/10.1007/s11906-017-
0770-x.

Mustieles, V., Fernandez, M.F., Martin-Olmedo, P., Gonzélez-Alzaga, B., Fontalba-Navas,
A., Hauser, R., et al., 2017. Human adipose tissue levels of persistent organic pol-
lutants and metabolic syndrome components: combining a cross-sectional with a 10-
year longitudinal study using a multi-pollutant approach. Environ. Int. 104, 48-57.
https://doi.org/10.1016/j.envint.2017.04.002.

Neogi, T., 2008. Asymptomatic hyperuricemia: perhaps not so benign? J. Rheumatol. 35,
734-737.

Noor, N., Zong, G., Seely, E.W., Weisskopf, M., James-Todd, T., 2018. Urinary cadmium
concentrations and metabolic syndrome in U.S. adults: the National Health and
Nutrition Examination Survey 2001-2014. Environ. Int. 121, 349-356. https://doi.
org/10.1016/j.envint.2018.08.029.

Panaretakis, T., Shabalina, I.G., Grandér, D., Shoshan, M.C., Depierre, J.W., 2001.
Reactive oxygen species and mitochondria mediate the induction of apoptosis in
human hepatoma HepG2 cells by the rodent peroxisome proliferator and

521

Environment International 123 (2019) 512-521

hepatocarcinogen, perfluorooctanoic acid. Toxicol. Appl. Pharmacol. 173, 56-64.
https://doi.org/10.1006/taap.2001.9159.

Peng, T.-C., Wang, C.-C., Kao, T.-W., Chan, J.Y.-H., Yang, Y.-H., Chang, Y.-W., et al.,
2015. Relationship between hyperuricemia and lipid profiles in US adults. Biomed.
Res. Int. https://doi.org/10.1155/2015/127596. Available: https://www.hindawi.
com/journals/bmri/2015/127596/, Accessed date: 6 November 2018.

Pérez-Gomez, B., Pastor-Barriuso, R., Cervantes-Amat, M., Esteban, M., Ruiz-Moraga, M.,
Aragonés, N., et al., 2013. BIOAMBIENT.ES study protocol: rationale and design of a
cross-sectional human biomonitoring survey in Spain. Environ. Sci. Pollut. Res. Int.
20, 1193-1202. https://doi.org/10.1007/s11356-012-1320-3.

Perez-Ruiz, F., Calabozo, M., Erauskin, G.G., Ruibal, A., Herrero-Beites, A.M., 2002. Renal
underexcretion of uric acid is present in patients with apparent high urinary uric acid
output. Arthritis Rheum. 47, 610-613. https://doi.org/10.1002/art.10792.

Phillips, D.L., Pirkle, J.L., Burse, V.W., Bernert, J.T., Henderson, L.O., Needham, L.L.,
1989. Chlorinated hydrocarbon levels in human serum: effects of fasting and feeding.
Arch. Environ. Contam. Toxicol. 18, 495-500. https://doi.org/10.1007/
BF01055015.

Pollock, T., Mantella, L., Reali, V., deCatanzaro, D., 2017. Influence of tetrabromobi-
sphenol A, with or without concurrent triclosan, upon bisphenol a and estradiol
concentrations in mice. Environ. Health Perspect. 125. https://doi.org/10.1289/
EHP1329.

Porta, M., Zumeta, E., Ruiz, L., Sunyer, J., Kogevinas, M., Ribas, N., et al., 2003. Persistent
toxic substances and public health in Spain. Int. J. Occup. Environ. Health 9,
112-117. https://doi.org/10.1179/0eh.2003.9.2.112.

Porta, M., Jariod, M., Lépez, T., Pumarega, J., Puigdomenech, E., Marco, E., et al., 2009.
Correcting serum concentrations of organochlorine compounds by lipids: alternatives
to the organochlorine/total lipids ratio. Environ. Int. 35, 1080-1085. https://doi.org/
10.1016/j.envint.2009.06.004.

Prasad Sah, O.S., Qing, Y.X., 2015. Associations between hyperuricemia and chronic
kidney disease: a review. Nephro. Urol. Mon. 7. https://doi.org/10.5812/numonthly.
7(3)2015.27233.

Qin, X.-D., Qian, Z., Vaughn, M.G., Huang, J., Ward, P., Zeng, X.-W., et al., 2016. Positive
associations of serum perfluoroalkyl substances with uric acid and hyperuricemia in
children from Taiwan. Environ. Pollut. 212, 519-524. https://doi.org/10.1016/j.
envpol.2016.02.050.

Ragab, G., Elshahaly, M., Bardin, T., 2017. Gout: An old disease in new perspective — a
review. J. Adv. Res. 8, 495-511. https://doi.org/10.1016/].jare.2017.04.008.

Ramos, J.J., Huetos, O., Gonzélez, S., Esteban, M., Calvo, E., Pérez-Gémez, B., et al., 2017.
Organochlorinated pesticides levels in a representative sample of the Spanish adult
population: the Bioambient.es project. Int. J. Hyg. Environ. Health 220, 217-226.
https://doi.org/10.1016/j.ijheh.2016.10.005.

Ruiz-Hernandez, A., Navas-Acien, A., Pastor-Barriuso, R., Crainiceanu, C.M., Redon, J.,
Guallar, E., et al., 2017. Declining exposures to lead and cadmium contribute to
explain the reduction of cardiovascular mortality in the US population, 1988-2004.
Int. J. Epidemiol. https://doi.org/10.1093/ije/dyx176.

Schultz, M.M., Barofsky, D.F., Field, J.A., 2003. Fluorinated alkyl surfactants. Environ.
Eng. Sci. 20, 487-501. https://doi.org/10.1089/109287503768335959.

Shankar, A., Xiao, J., Ducatman, A., 2011. Perfluoroalkyl chemicals and elevated serum
uric acid in US adults. Clin. Epidemiol. 3, 251-258. https://doi.org/10.2147/CLEP.
S21677.

Sharma, S., Shrivastava, S., Shukla, S., 2013. Reversal of lead-induced toxicity due to the
effect of antioxidants. J. Environ. Pathol. Toxicol. Oncol. 32, 177-187.

Singh, K., Chan, H.M., 2017. Association of blood polychlorinated biphenyls and cho-
lesterol levels among Canadian Inuit. Environ. Res. 160, 298-305. https://doi.org/
10.1016/j.envres.2017.10.010.

Song, P., Wang, H., Xia, W., Chang, X., Wang, M., An, L., 2018. Prevalence and correlates
of hyperuricemia in the middle-aged and older adults in China. Sci. Rep. 8, 4314.
https://doi.org/10.1038/541598-018-22570-9.

Sponder, M., Fritzer-Szekeres, M., Marculescu, R., Mittlbock, M., Uhl, M., K6hler-Vallant,
B., et al., 2014. Blood and urine levels of heavy metal pollutants in female and male
patients with coronary artery disease. Vasc. Health Risk Manag. 10, 311-317.
https://doi.org/10.2147/VHRM.S61510.

Steenland, K., Tinker, S., Shankar, A., Ducatman, A., 2010. Association of
Perfluorooctanoic Acid (PFOA) and Perfluorooctane Sulfonate (PFOS) with uric acid
among adults with elevated community exposure to PFOA. Environ. Health Perspect.
118, 229-233. https://doi.org/10.1289/ehp.0900940.

Sun, H., Wang, N., Chen, C., Nie, X., Han, B., Li, Q., et al., 2017. Cadmium exposure and
its association with serum uric acid and hyperuricemia. Sci. Rep. 7. https://doi.org/
10.1038/541598-017-00661-3.

Tchounwou, P.B., Yedjou, C.G., Patlolla, A.K., Sutton, D.J., 2012. Heavy metals toxicity
and the environment. EXS 101, 133-164. https://doi.org/10.1007/978-3-7643-
8340-4.6.

Van den Steen, E., Eens, M., Geens, A., Covaci, A., Darras, V.M., Pinxten, R., 2010.
Endocrine disrupting, haematological and biochemical effects of polybrominated
diphenyl ethers in a terrestrial songbird, the European starling (Sturnus vulgaris). Sci.
Total Environ. 408, 6142-6147. https://doi.org/10.1016/j.scitotenv.2010.09.003.


https://doi.org/10.1016/j.scitotenv.2014.06.077
https://doi.org/10.1186/1756-0500-2-27
https://doi.org/10.1186/1756-0500-2-27
https://doi.org/10.4103/0976-9668.184703
https://doi.org/10.4103/0976-9668.184703
https://doi.org/10.1186/s12940-015-0077-9
https://doi.org/10.1186/s12940-015-0077-9
https://doi.org/10.1038/nrneph.2015.94
https://doi.org/10.1038/nrneph.2015.94
http://refhub.elsevier.com/S0160-4120(18)31566-6/rf0150
http://refhub.elsevier.com/S0160-4120(18)31566-6/rf0150
http://refhub.elsevier.com/S0160-4120(18)31566-6/rf0160
http://refhub.elsevier.com/S0160-4120(18)31566-6/rf0160
http://refhub.elsevier.com/S0160-4120(18)31566-6/rf0160
https://doi.org/10.1016/j.coph.2014.08.006
https://doi.org/10.1038/nrrheum.2015.91
https://doi.org/10.1038/nrrheum.2015.91
https://doi.org/10.1002/cbf.1289
https://doi.org/10.1002/cbf.1289
https://doi.org/10.1016/j.atherosclerosis.2013.06.012
http://refhub.elsevier.com/S0160-4120(18)31566-6/rf0185
http://refhub.elsevier.com/S0160-4120(18)31566-6/rf0185
http://refhub.elsevier.com/S0160-4120(18)31566-6/rf0185
https://doi.org/10.1097/BOR.0b013e32835d951e
https://doi.org/10.1097/BOR.0b013e32835d951e
https://doi.org/10.2337/dc08-1816
https://doi.org/10.1038/jes.2015.25
https://doi.org/10.1038/jes.2015.25
https://doi.org/10.1016/j.kint.2017.04.043
https://doi.org/10.1016/j.rdc.2014.07.002
https://doi.org/10.1016/j.rdc.2014.07.002
https://doi.org/10.1146/annurev-physiol-021113-170343
https://doi.org/10.1146/annurev-physiol-021113-170343
https://doi.org/10.1007/s11926-010-0094-1
https://doi.org/10.1007/s11926-010-0094-1
https://doi.org/10.1007/s11906-017-0770-x
https://doi.org/10.1007/s11906-017-0770-x
https://doi.org/10.1016/j.envint.2017.04.002
http://refhub.elsevier.com/S0160-4120(18)31566-6/rf0235
http://refhub.elsevier.com/S0160-4120(18)31566-6/rf0235
https://doi.org/10.1016/j.envint.2018.08.029
https://doi.org/10.1016/j.envint.2018.08.029
https://doi.org/10.1006/taap.2001.9159
https://doi.org/10.1155/2015/127596
https://www.hindawi.com/journals/bmri/2015/127596/
https://doi.org/10.1007/s11356-012-1320-3
https://doi.org/10.1002/art.10792
https://doi.org/10.1007/BF01055015
https://doi.org/10.1007/BF01055015
https://doi.org/10.1289/EHP1329
https://doi.org/10.1289/EHP1329
https://doi.org/10.1179/oeh.2003.9.2.112
https://doi.org/10.1016/j.envint.2009.06.004
https://doi.org/10.1016/j.envint.2009.06.004
https://doi.org/10.5812/numonthly.7(3)2015.27233
https://doi.org/10.5812/numonthly.7(3)2015.27233
https://doi.org/10.1016/j.envpol.2016.02.050
https://doi.org/10.1016/j.envpol.2016.02.050
https://doi.org/10.1016/j.jare.2017.04.008
https://doi.org/10.1016/j.ijheh.2016.10.005
https://doi.org/10.1093/ije/dyx176
https://doi.org/10.1089/109287503768335959
https://doi.org/10.2147/CLEP.S21677
https://doi.org/10.2147/CLEP.S21677
http://refhub.elsevier.com/S0160-4120(18)31566-6/rf0320
http://refhub.elsevier.com/S0160-4120(18)31566-6/rf0320
https://doi.org/10.1016/j.envres.2017.10.010
https://doi.org/10.1016/j.envres.2017.10.010
https://doi.org/10.1038/s41598-018-22570-9
https://doi.org/10.2147/VHRM.S61510
https://doi.org/10.1289/ehp.0900940
https://doi.org/10.1038/s41598-017-00661-3
https://doi.org/10.1038/s41598-017-00661-3
https://doi.org/10.1007/978-3-7643-8340-4_6
https://doi.org/10.1007/978-3-7643-8340-4_6
https://doi.org/10.1016/j.scitotenv.2010.09.003

	Associations of multiple exposures to persistent toxic substances with the risk of hyperuricemia and subclinical uric acid levels in BIO&#132;A&#132;M&#132;B&#132;I&#132;ENT.ES study
	Introduction
	Methods
	Study population
	Ethical approval
	Sample preparation and chemical analysis of persistent pollutants
	Statistical analysis

	Results
	Discussion
	Conclusions
	Conflict of interest
	Acknowledgments
	References




