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HIGHLIGHTS GRAPHICAL ABSTRACT

The first large-scale biomonitoring of PAE
exposure in Chinese general population
Chinese urban residents were mainly
exposed to DnBP and DEHP.

Age and educational level were found to
be related to human exposure to PAEs.
Northeastern and western China had
higher levels of mPAEs than central
China.

The non-cancer risks should be concerned
for one-fifth of Chinese urban residents.
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ARTICLE INFO ABSTRACT

Editor: Adrian Covaci Phthalates (PAEs) are widely used in daily products but can cause a variety of adverse effects in humans. Few studies
have been carried out on human internal exposure levels of PAEs on a large-scale, especially in developing countries. In

Keywords: the present study, 1161 urine samples collected from residents of 26 provincial capitals in China were analyzed for

Influencing factor

nine phthalate metabolites (mPAEs). The chemicals were widely detected, and the median specific gravity adjusted
Internal exposure

Non-carcinogenic risk urinary concentration of £omPAEs was 278 pg/L. Di-(2-ethylhexyl) phthalate (DEHP) and di-n-butyl phthalate
National scale (DnBP) were the main parent PAEs that the residents were exposed to. Demographic characteristics, such as age and
Phthalate metabolite educational level, were significantly associated with PAE exposure. Children and the elderly had higher mPAE levels.
Subjects with lower educational levels were more frequently exposed to DnBP and DEHP. However, mono-ethyl
phthalate showed the opposite trend, i.e., higher concentrations in subjects aged 18-59 years and with higher educa-
tional levels. Geographic differences were detected at the national scale. Residents in northeastern and western China
had higher levels of mPAEs than those in central China, most likely because of different industrial usage of the
chemicals and different living habits and living conditions of the residents. Health risk assessment showed that hazard
indices of PAEs ranged from 0.07 to 9.34, with 20.0% of the subjects being concern for potential non-carcinogenic risk
as assessed by Monte Carlo simulation. DEHP and DnBP were the primary contributors, representing 96.7% of total
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risk. This first large-scale study on PAE human internal exposure in China provides useful information on residents'
health in a developing country, which could be used for chemical management and health protection.

1. Introduction

Phthalates (PAEs) are a group of synthetic organic compounds widely
used in commercial products as solvents, plasticizers and lubricants (Yang
et al., 2020). High molecular weight PAEs, e.g., butyl benzyl phthalate
(BBzP), di-n-octyl phthalate (DnOP) and di-(2-ethylhexyl) phthalate
(DEHP), are mainly added in plastic products, e.g., children's toys, building
materials, and food packaging and containers (Li et al., 2019a).
Low-molecular-weight PAEs, e.g., di-ethyl phthalate (DEP), di-methyl
phthalate (DMP), di-isobutyl phthalate (DiBP) and di-n-butyl phthalate
(DnBP), are commonly used in personal care products, medications, coat-
ings and solvents (Huang et al., 2021). Due to their widespread usage and
non-covalent bonding to products, PAEs may be easily released into the
environment (Wormuth et al., 2006). The chemicals have been found in a
variety of media, including water, air, dust, soil, sediments, food and even
organisms, including humans (Ding et al., 2019; Guo et al., 2011a; Wang
et al., 2015; Wormuth et al., 2006; Yang et al., 2020; Zhang et al., 2021;
Zhu et al., 2019).

Several studies have demonstrated that PAEs can cause varied toxicities
to organisms (Gray et al., 2000; Wang et al., 2016). As endocrine-
disrupting compounds, PAE exposure has been associated with allergic
rhinoconjunctivitis, diabetes, atopic dermatitis, asthma, hypertension and
obesity (Callesen et al., 2014; Campbell et al., 2018; Piecha et al., 2016;
Whyatt et al., 2014). PAEs may also have other toxic effects, such as repro-
ductive and developmental toxicity (Mu et al., 2015; Aimuzi et al., 2022),
neurotoxicity (Zhang et al., 2019) and even adverse health effects on
offspring (Al-Saleh et al., 2021; Engel et al., 2010). Therefore, it is impor-
tant to understand the human body burden exposure to PAEs.

PAEs can enter the human body through oral ingestion, dermal contact
and inhalation (Dong et al., 2017; Fisher et al., 2019; Guo and Kannan,
2011). They are primarily hydrolyzed into monoester metabolites by lipase
and esterase and then excreted in urine as glucuronide conjugates
(Frederiksen et al., 2007). The monoester metabolites of high molecular
weight PAEs can also be transformed further to secondary metabolites
through hydroxylation and oxidation, which can improve the hydrophilic-
ity of the metabolites (Koch et al., 2012) and make them easier to be elim-
inated from the body through urine. Therefore, measurement of phthalate
metabolite (mPAE) concentrations in urine is often used to evaluate
human exposure to PAEs (Becker et al., 2009; Dong et al., 2017), although
other matrices, e.g., milk (An et al., 2020), serum (Miao et al., 2019), nails
(Alves et al., 2016), hair (Katsikantami et al., 2020) and semen (Wang et al.,
2016), have also been examined.

Because of the toxicity of PAEs, the European Union and United States
have restricted the use of several PAEs, such as DEHP, DnBP, BBzP,
DnOP, di-isononyl phthalate (DiNP) and di-isodecyl phthalate (DiDP), in
children's toys and personal care products (Yang et al., 2020). In addition,
several countries, including Germany, the United States and South Korea,
have carried out large-scale national biomonitoring to evaluate human
exposure to PAEs (CDC, 2019; Huang et al., 2021). As a major producer
and consumer of PAEs, China consumes approximately 2.2 million tons of
PAEs annually (Wang et al., 2015). Because of the potential toxic effects,
China has also restricted the use of PAEs in personal care products, cos-
metics, and toys. However, previous studies into human exposure to PAEs
in China have so far only focused on specific populations or certain cities
(Gao et al., 2016; Li et al., 2021), and no study has examined exposure to
PAEs in the Chinese population nationwide.

As a country with a land area of 9.6 x 10° km? and a population of over
1.4 billion, it is not easy to study the exposure to PAEs among the entire
Chinese population. Therefore, the main objective of the present study
was to analyze the PAE exposure of urban residents of provincial capitals
in China. Morning urine samples were collected from participants recruited

in provincial capitals of the Chinese mainland, except for provincial capitals
that were too small to provide sufficient samples for statistical analysis. The
influencing factors, geographic differences and health risks of PAE exposure
were evaluated. The results from this initial nationwide study help to
understand the exposure level and health risks of PAEs in China and pro-
vide data that could be used to formulate and implement effective control
measures to prevent human exposure to PAEs.

2. Materials and methods
2.1. Reagents and materials

Standards of nine mPAEs, i.e., mono-benzyl phthalate (mBzP),
mono-methyl phthalate (mMP), mono-(2-ethylhexyl) phthalate (mEHP),
mono-ethyl phthalate (mEP), mono-n-octyl phthalate (mOP), mono-(2-
ethyl-5-hydroxy-hexyl) phthalate (mEHHP), mono-n-butyl phthalate
(mBP), mono-(2-ethyl-5-oxo-hexyl) phthalate (mEOHP), mono-isobutyl
phthalate (miBP) and their isotope-labeled internal standards (d4-miBP,
13C,-mEHHP, '3C,-mEP, '3C,-mEHP, '3C,-mOP, *3C,-mBzP, '*C,-mBP,
13¢,-mMP and '3C,-mEOHP) were all purchased from Cambridge Isotope
Laboratories, Inc. (Andover, MA, USA). Acetonitrile and methanol were
purchased from Merck (Darmstadt, Germany). (3-glucuronidase/sulfatase
was obtained from Sigma Aldrich Corp. (St. Louis, MO, USA).

2.2. Sampling and pretreatment

During September and December 2019, a total of 1281 fasting morning
urine samples (10 mL) were randomly sampled from 26 provincial capitals
in mainland China based on a population to sample ratio of 200,000:1, as
described in our previous study (Huang et al., 2022a). Urine samples
were not collected in five other provincial capitals, i.e., Hohhot, Yinchuan,
Haikou, Lhasa and Xining, because the small populations would have
resulted in too few samples for statistical analysis. All participants signed in-
formed consent forms and filled out questionnaires on sociodemographic
information and living habits. In total, 1161 urine samples were used for
the detection of mPAEs in the present study after excluding 120 subjects
without complete questionnaire information. The study was approved by
the Ethics Committee of Guangdong University of Technology.

Similar to our previous study (Li et al., 2021), the (3-glucuronidase/
sulfatase and isotope-labeled internal standards were added to each
500 pL urine sample and the mixture was incubated at 37 °C overnight.
Next, to precipitate protein, 500 pL acetonitrile was added to each urine
sample, followed by mixing and centrifugation. Finally, the supernatant
was collected for further analysis.

2.3. Instrumental analysis

The analysis of mPAEs was conducted using an on-line solid-phase-
extraction high-performance liquid chromatography-tandem mass
spectrometry (on-line SPE-HPLC-MS/MS). To enrich and separate urinary
mPAEs, an Oasis HLB online column (2.1 mm X 20 mm, 25 pm; Waters)
and Poroshell120 EC-C18 column (4.6 mm X 100 mm, 2.7 pm; Agilent)
were used, respectively. The gradient elution procedures for enrichment
and separation are provided in Table S1 and 100 pL samples were injected.
Electron spray ionization and multiple reaction monitoring modes were
used. The limit of quantitation (LOQ), limit of detection (LOD) and mass
spectrometry parameters of each mPAE were set at 3-fold and 10-fold
signal-to-noise ratio (S/N), respectively, and they are shown in Table S2.
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2.4. Human health risk assessments

To evaluate the human health risks, the hazard quotient (HQ) and
hazard index (HI) representing the individual and cumulative health risks
of PAEs, respectively, were used. If an HQ or HI value exceed one, which
is considered as there may be concern for potential non-carcinogenic risk
from PAE exposure. Otherwise, it indicates that adverse non-carcinogenic
effects are not likely to occur, meaning the non-carcinogenic risk is negligi-
ble. They were calculated considering the non-carcinogenic endpoint as
follows (Yu et al., 2021):

TEDI
HQ = RD @™
HI =X HQ 2
\%4 MW
TEDI = Cu x Vu x MWy 3)
[ x BW x MW,

where TEDI is the total estimated daily intake of a PAE (ug/kg-bw/day); C,,
V, and BW are the specific gravity adjusted urinary concentration of the
metabolite of the PAE (ug/L), the daily urine excretion volume (L/day)
and the body weight (kg), respectively; RfD is the reference dose of the
PAE (pg/kg-bw/day); f is the excretion ratio of the PAE in human urine
(dimensionless); and MW; and MW, are the molecular weight of the PAE
and its metabolite, respectively (g/mol). In the present study, 2 and 1.28
L/day urine excretion volumes were used for adults and children, respec-
tively (Chen et al., 2019; Yu et al., 2021). f values of 10.9%, 6.2%, 14.9%,
70.3%, 69%, 73%, 69% and 13% were used for mEOHP, mEHP, mEHHP,
miBP, mBP, mBzP, mEP and mOP, respectively (Koch et al., 2012; Yu
et al., 2021). RfD values of 800, 100, 100, 20, 20 and 800 pg/kg-bw/day
were used for DEP, DiBP, DnBP, DEHP, BBzP and DOP, respectively
(Yu et al., 2021).

It had been shown that uncertainty can affect the assessment of health
risks using the concentrations of mPAEs in spot urine samples (Du et al.,
2014). Therefore, a Monte Carlo simulation was conducted to address the
uncertainty through repeated sampling of the exposure variables (Qu
et al., 2015). The variables included the concentration of mPAEs, body
weight and total urine volume per day. The non-carcinogenic health risks
of PAE exposure were calculated in the Crystal Ball spreadsheet (Oracle,
Redwood City, CA, USA) using 50,000 trials.

2.5. Quality assurance, quality control and statistical analysis

For each batch of samples, two matrix spikes were used to evaluate the
recovery. Two blanks, i.e., a procedural blank and reagent blank, and dupli-
cate samples were also evaluated. Among the nine mPAEs analyzed, the
mean recoveries ranged from 92% to 101%, except for mEHHP (124%)
and mOP (60%). The linear ranges of the calibration curve ranged from
1.0 to 500 pg/L and the linear correlation coefficients were >0.996.

The software SPSS 13.0 (IBM, USA) was used for data analysis. The con-
centrations of mPAEs were adjusted by the specific gravity detected using a
hand-held refractometer (ATAGO, PAL-10S, Tokyo, Japan), as described in
a previous study (Just et al., 2010). Concentrations of mPAEs below LOD
were set to zero. Moreover, the urinary mPAE concentrations were replaced
by 1/2LOQ if they were lower than LOQ with a detection frequency greater
than 50%, otherwise, 1/4 LOQ was used (GB 17378.2-2007, 2007). To
estimate the relationship between variables and PAE exposure, Kruskal-
Wallis H and Mann-Whitney U tests were performed. Multivariate linear re-
gression was conducted to assess associations between urinary mPAEs and
different variables, such as demographic characteristics and living habits.
The Kolmogorov-Smirnov test was used to test the normality of the data
and Spearman's correlation analysis was conducted to test relationships
among mPAEs due to the non-normal distribution of the data. A p-value
<0.05 was set as the statistical significance level.
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3. Results and discussion
3.1. Demographic characteristics of participants

Demographic characteristics showed that 53.6% of the participants
were male and the mean age was 36 years old among the 1161 subjects
(Table 1). More than half the participants had a body mass index (BMI) of
18.5 to 23.9, classed as a normal weight, whereas 28% of the subjects
were classified as overweight. 53% of subjects had a bachelor's degree or
higher qualification. Almost 49% and 75% ate takeaways and drank plastic
bottled water more than once a week, respectively. All subjects were urban
residents.

3.2. Concentrations and composition patterns of mPAEs

The detection frequencies and concentrations of mPAEs among the
1161 subjects are summarized in Table 2. The target mPAEs were found
in all urine samples with detection frequencies generally >89%, except
for mMP (4.34%) and mBzP (2.13%). The median concentration of
ZomPAEs (sum of the concentrations of the nine mPAEs) was 278 pg/L
and the 75th percentile was 431 pg/L. Metabolites of DnBP and DEHP
were the predominant compounds, with median concentrations of 140
and 50.3 pg/L, respectively, followed by miBP (25.9 pg/L) and mEP
(23.8 pg/L), the metabolites of DiBP and DEP, respectively. Compared
with other regions in China and other countries, the detected concentra-
tions of mPAEs were relatively high, especially for mBP which was one
order of magnitude higher than others (Table S3). For miBP and DEHP
metabolites, the urinary concentrations of subjects in China were compara-
ble to those in other countries, while the urinary mEP and mBzP in Chinese
residents were lower.

The composition profiles of urinary mPAEs in the studied subjects are
shown in Fig. S1 based on the medians. As mentioned above, mBP was
the predominant mPAE, accounting for 58.3% of mPAEs, followed by
DEHP metabolites (21.0%) and miBP (10.8%). Among the nine studied
mPAE compounds, mBP, miBP, DEHP metabolites and mEP represented al-
most all mPAEs found in urine. Similar composition profiles that mBP was
the predominant mPAE have been reported in other studies from China
(Chenetal., 2019; Li et al., 2021; Yao et al., 2019; Zhang et al., 2020). How-
ever, other studies showed that DEHP metabolites were the predominant
compounds (Yu et al., 2021). As a principal producer and consumer of
PAEs around the world, China produced about one-fifth of the world's
PAEs in 2009 and consumed about 1.5 million tons, of which DnBP and
DEHP were the major PAEs (Meng et al., 2014). DnBP and DEHP are com-
monly used as additives in plastic products, such as processed materials in
contact with food and food packaging (Huang et al., 2021; Mu et al.,
2015). PAEs can be released from food packaging materials into foods, es-
pecially those with a high lipid content (Cao, 2010). Dietary intake has
been suggested to be the main pathway of human PAE exposure, especially
for DEHP (Guo et al., 2012). In addition, low molecular weight PAEs, such
DEP and DnBP, are used in building materials, such as paints and adhesives,
and personal care products (Huang et al., 2021; Villanger et al., 2020).

To further reveal the sources of PAEs, the results of Spearman's correla-
tion analysis are shown in Table S4 and Fig. S2. Here, mBzP and mMP were
not analyzed because of their low detection frequencies (<50%). Except for
mOP, the correlation coefficients among the mPAE compounds were
0.167-0.944 (p < 0.01), suggesting that significant associations were
found among these mPAEs. Unsurprisingly, among DEHP metabolites
(mEHP, mEHHP and mEOHP), strong correlations were found, with corre-
lation coefficients of 0.710-0.944. Secondary metabolites of DEHP
(mEOHP and mEHHP) were the main metabolites, with median concentra-
tions higher than the monoester metabolite mEHP. Moderate correlations
were also found between mBP and secondary metabolites of DEHP
(0.225-0.396, p < 0.01), which can be interpreted as them originating
from common sources. As mentioned above, DnBP and DEHP are generally
used in plastic products and polyvinyl chloride polymers, as well as build-
ing materials. For low molecular weight PAEs, significant correlations
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Table 1
Demographic characteristics of the study population.
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Demographic characteristics Number (%)

Demographic characteristics Number (%)

Study population 1161 (100)
Gender

Male 622 (53.6)

Female 539 (46.4)
Age group (years)

<18 128 (11.0)

18-44 655 (56.4)

45-59 226 (19.5)

>59 152 (13.1)
Body mass index (BMI)

<18.5 156 (13.4)

18.5-23.9 681 (58.7)

>23.9 324 (27.9)
Smoking status

Smoker 409 (35.2)

Non-smoker 752 (64.8)
Passive smoking

Yes 862 (74.2)

No 299 (25.8)
Drinking

Yes 679 (58.5)

No 482 (41.5)

Makeup
Yes 252 (21.7)
No 909 (78.3)
Educational level
Primary school and below 239 (20.6)
Middle school 307 (26.4)
Bachelor's degree 484 (41.7)
Master's and above 131 (11.3)
Frequency of takeaways
Hardly 588 (50.6)
1-2 times/week 416 (35.8)
3 times and above/week 157 (13.5)
Frequency of drinking plastic bottled water
Never 282 (24.3)
1-2 times/week 479 (41.3)
3 times and above/week 400 (34.5)
Area of residence
Northeast China 123 (10.6)
Eastern China 504 (43.4)
Central China 225 (19.4)
Western China 309 (26.6)

Table 2

Specific gravity adjusted urinary concentrations of mPAEs in urban residents of 26 provincial capitals in China.
Compounds 25th percentile Median 75th percentile Mean *= SD Range DF (%)
mMP <LOD <LOD <LOD 10.0 = 69.0 <LOD-1166 4.34%
mEP 13.3 23.8 41.2 56.7 + 216 <LOD-4672 89.3%
mBP 85.9 140 228 186 + 162 10.6-1535 100%
miBP 16.4 25.9 42.7 34.8 + 32.8 1.89-604 100%
mEHP 5.65 8.84 15.6 13.6 + 17.0 0.95-276 100%
mEHHP 17.3 28.4 46.0 41.5 + 47.8 4.15-539 100%
mEOHP 6.88 12.0 19.8 17.4 = 209 1.01-205 100%
mBzP <LOD <LOD <LOD 0.57 = 5.37 <LOD-134 2.13%
mOP 0.02 0.04 0.09 0.08 + 0.14 <LOD-1.98 99.6%
~DEHP 31.3 50.3 80.6 72.5 + 81.6 7.70-821
ZomPAEs 187 278 431 360 + 329 32.0-5000

LOD: limit of detection; DF: detection frequency; mMP: mono-methyl phthalate; mEP: mono-ethyl phthalate; mBP: mono-n-butyl phthalate; miBP: mono-isobutyl phthalate;
mEHP: mono-(2-ethylhexyl) phthalate; mEHHP: mono-(2-ethyl-5-hydroxyhexyl) phthalate; mEOHP: mono-(2-ethyl-5-oxohexyl) phthalate; mBzP: mono-benzyl phthalate;
mOP: mono-n-octyl phthalate; SDEHP: sum of urinary concentrations of mEHP, mEHHP and mEOHP; 2omPAEs: sum of urinary concentrations of all nine PAE metabolites.

were found among mEP, mBP and miBP (correlation coefficients
0.285-0.473). DEP, DnBP and DiBP (an alternative to DnBP) are commonly
used in cosmetics, such as fragrances, body lotions and shampoos, as well as
other personal care products, which might be the main exposure sources for
the low molecular weight PAEs.

3.3. Demographic characteristic influence on mPAE levels

Analyzing the factors influencing urinary concentrations of mPAEs can
provide a better understanding of the possible sources and routes of PAE ex-
posure. Thus, the influence of demographic characteristics (gender, age,
BMI and educational level) and living habits (makeup, smoking, drinking
plastic bottled water, takeaway and alcohol consumption) on the concen-
tration of urinary mPAEs was analyzed. The relationships between the
factors and the concentrations are shown in Fig. 1, Fig. S3, and Table S5.

From this data, gender differences were observed, although the differ-
ences were not significant for some individuals except for miBP, whose
median concentration was higher in males (p < 0.01) (Fig. S3A). Although
mPAEs were not significantly associated with gender, the urinary concen-
trations of mBP, DEHP metabolites and £omPAEs in males were slightly
higher than females. Similar results were reported by Gao et al. (2016)
and Zhang et al. (2020). Conversely, higher median concentrations of
mEP were found in females than in males (25.2 vs. 23.1 pg/L). The results

indicated that personal care products are not the main source of men's
exposure to DnBP and DEHP. In addition, higher urinary concentration of
mBP was also found in male without makeup than males with makeup
(144 vs. 129 pg/L, median). Therefore, compared with females, males
may be exposed to specific PAE sources, which warrants further study.

Significant associations were found between urinary mPAEs and
makeup. Subjects with makeup had significant higher concentration of
urinary mEP (p < 0.05), while other mPAEs were conversely which were
significantly higher in the subjects without makeup (Fig. S3D). In the pres-
ent study, 93% of the subjects with makeup were females who had higher
urinary concentration of mEP. A previous study showed that DEP was the
most frequently measured PAEs with a detection frequency of 54% in
personal care products (Guo et al., 2014). What's more, DEP was the pre-
dominant PAEs in perfume, shower gel, and hair care products (Al-Saleh
and Elkhatib, 2016; Lim et al., 2019). Another report showed that urinary
concentrations of mEP significantly increased when women used cosmetics
or body lotion (a personal care product) within the past 24 h and when per-
sonal care products was used within 6 h before the collection of urine
samples (Fisher et al., 2019). These results demonstrate that differences
in lifestyle, such as usage of personal care products and cosmetics, contrib-
ute to different PAE exposure.

Significant differences in mPAEs were also found among subjects in dif-
ferent age groups (p < 0.01). Children and adolescents (aged <18 years)
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Fig. 1. Specific gravity adjusted urinary concentrations of mPAEs from people with different demographic characteristics (A) and living habits (B). **p < 0.01 level (2-tailed);

*p < 0.05 level (2-tailed).

had the highest ZomPAEs, followed by adults aged >59 years (Table S5).
High mPAE levels in children may be caused by specific behaviors, such
as playing and crawling on the ground, which might increase the uptake
of dust containing PAEs (Kasper-Sonnenberg et al., 2012; Wittassek et al.,
2007). Moreover, chewing toys or other household products containing
PAEs may also increase children's PAE exposure (Varshavsky et al., 2018).
Similar results have been reported in previous studies. Levels of mPAEs in
children from China (aged <18 years) (Zhang et al., 2020), Australia
(aged 0-15 years) (Tang et al., 2020) and Germany (aged 2-14 years)
(Becker et al., 2009; Koch et al., 2007) have been shown to be higher
than those of adults and tend to decrease with age. However, in the present
study, the median concentration of mEP in children and adolescents was
lower than that in other age groups (p < 0.01) (Fig. S3B). This may be attrib-
uted to the lower usage frequency of cosmetic and personal care products in
children and adolescents. In addition, the omPAEs of adults aged 18-44
years was significantly lower than that of adults aged >45 years. A similar
trend with higher PAE exposure in children and the elderly has been re-
ported previously (Zhang et al., 2020). Therefore, different lifestyles and
behaviors result in varied main sources and routes of PAE exposure for
different age groups.

Regarding the factor BMI, the highest ZomPAEs (284 pg/L) was
detected in subjects with BMI > 23.9, and the lowest was found in BMI <
18.5 (165 pg/L), although no significant difference was found among the
different BMI groups (Table S5). This suggests that obese subjects with
BMI > 23.9 were more likely to be exposed to PAEs. Previous studies
have also found an association between obesity and PAE exposure
(Campbell et al., 2018; Lind et al., 2012). Dietary intake has been suggested
as an important source of PAE exposure, especially for DnBP, DiBP and
DEHP (Guo and Kannan, 2011; Wormuth et al., 2006), because PAEs can
be released into food from polyvinyl chloride pipes, food packaging films,
coatings on cookware and printing inks on food packaging during food pro-
cessing, storage, and transportation (Cao, 2010).

Considering food related effects, the influence of drinking plastic bot-
tled water and consuming takeaways was analyzed. Subjects who drank
plastic bottled water had higher £ymPAEs than those who never did
(Fig. S3F and Table S5), and they had the highest concentrations of mBP
and DEHP. As reported by Otero et al. (2015), DnBP and DEHP are the pre-
dominant PAEs in plastic bottles. Thus, PAEs in plastic bottles can be

released into water, and the process has been shown to be affected by the
time and temperature of storage (Xu et al., 2020). In addition, the release
of PAE:s to food can occur with the use of plastic containers (Fasano et al.,
2012). Studies have reported that the type of food container and food
affects the amount of PAE transferred, and the frequency of eating
takeaways positively correlates with PAE exposure (Wang et al., 2021;
Yao et al., 2019). However, opposite results were found in the present
study (Table S5). The highest median of ZymPAEs was observed in subjects
who rarely ate takeaways, suggesting other more important factors might
have affected the results.

Significant associations between urinary mPAEs and educational levels
were found (p < 0.05) (Fig. 1). Here, miBP, mBP, SDEHP and ZomPAEs
were negatively correlated with educational levels, whereas mEP was
positively correlated (Fig. S3E). However, the relationship between educa-
tional level and urinary mPAEs has been shown to vary in other studies
(Arbuckle et al., 2014; Li et al., 2019b; Yao et al., 2020; Zhu et al., 2016).
For instance, similar results were observed by Zhu et al. (2016) and Yao
etal. (2020), who observed that the concentrations of mBP were negatively
correlated to educational level, whereas the opposite trend was observed
for mEP. Arbuckle et al. (2014) found that mEOHP and mEHHP, secondary
metabolites of DEHP, were significantly elevated in women with higher ed-
ucational level. These conflicting results might be explained by differences
in the sampling time and populations among the different studies and the
fact that PAE exposure is influenced by multiple factors rather than educa-
tional level alone.

Considering the varied influence of the studied factors, multiple linear
regression analysis was conducted to eliminate the multiple factor effect.
After adjusting for demographic characteristics, living habits and individ-
ual mPAEs, a few significant correlations were found (Table 3). Age was sig-
nificantly correlated with urinary mEP (p < 0.01). As mentioned above,
higher concentrations of mEP were found in adults aged 45-59 and
18-44 years who frequently used personal care products and cosmetics
containing mEP. However, although no significant association was found
between urinary mEP and makeup, subjects who used makeup had higher
concentrations of mEP. The results suggested that DEP may have other
potential sources in addition to cosmetics and personal care products. Con-
versely, mBP was negatively associated with makeup (p < 0.01). Since 93%
of the subjects using makeup were women, a possible explanation was that
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Fig. 2. Specific gravity adjusted urinary concentrations (median, ng/mL) and geographical distribution of mPAEs in the general population from different provincial capitals

in China.

concentration used on the basis of the principle of the United States
Environmental Protection Agency to protect human health to the greatest
extent. As reported in the literature, secondary metabolites of DEHP may
be more suitable than DEHP as exposure biomarkers (Koch et al., 2005;
Preuss et al., 2005). Thus, the concentration of DEHP derived from urinary
mEHHP was used for risk assessment. The TEDI values of total PAEs and
individual PAE are shown in Table S8. The TEDIs of PAEs ranged from
3.39 to 346 pg/kg-bw/day, with a median of 22.0 pg/kg-bw/day. DnBP
had the highest TEDI (8.36 pg/kg-bw/day, median), followed by DEHP
(8.25 pg/kg-bw/day). The TEDI values of DnBP, DiBP and DEP were in ac-
cordance with a previous study of adults in China, whereas that of DEHP
was higher (Guo et al., 2011b). However, the TEDI values of PAEs were
lower than those reported for municipal solid waste incineration plant
workers in China (Lu et al., 2020).

To further assess the non-carcinogenic risk to humans exposed to PAEs,
HQ and HI values were calculated based on the RfD of each PAE (Table S9
and Fig. S3A). The results showed that the median of HI was 0.55 with a
range of 0.07-9.34. 18.3% of participants had a HI value higher than one
unit, indicating that the non-carcinogenic risk for general urban residents
in China may be concern for potential non-carcinogenic effects because of
PAE exposure. For individual PAEs, the HQ values were in the range
0.00-8.83. DEHP was the main contributor, accounting for 80.4% of the
HI values (Fig. 3B). In addition, Monte Carlo simulation suggested that
there might be concern potential non-carcinogenic risk (g (HQ) > 0) for
20.0% of the Chinese population exposed to PAEs, and the non-
carcinogenic risk for 80.0% of them were negligible (Fig. 3C). DEHP and
DnBP were the primary contributors, amounting to 96.7%. As shown in
Fig. 3D, the Chinese population exposed to PAEs had a high health risk
compared with other regions. However, it should be noted that the subjects
in other studies did not all represent a general population.

3.6. Uncertainties and study limitations
The present study has several limitations and uncertainties. Firstly, the

concentrations of mPAEs only reflected short-term levels of general urban
residents exposed to PAEs because the half-lives of PAEs are short in the

human body. Secondly, 24-h urine samples may have better reflected actual
exposure levels of PAEs than the morning urine samples used here (Koch
et al., 2017), although previous studies have demonstrated a significant
correlation between concentrations of mPAEs in morning urine and 24-h
urine (Frederiksen et al., 2013), as well as the high reproducibility of morn-
ing urine (Bastiaensen et al., 2020; Hoppin et al., 2002). Thirdly, RfD was
chosen as a reference value for the non-carcinogenic risk assessment. How-
ever, other reference values, such as tolerable daily intake (determined
using animals by the European Food Safety Authorities via developmental
and testicular toxicity) and RfD-AA (acceptable exposure level specifically
based on anti-androgenic endpoints) suggested by Kortenkamp and Faust
(2010), may affect the estimation of health risk (Huang et al., 2021). There-
fore, in the present study, the non-carcinogenic risk of PAE exposure may
have been over- or under-estimated because of the reference value used.
In addition, the number of subjects in this study was only more than
1000, which may have certain limitations in representing the PAE exposure
of the national general population. Finally, owing to potentially detrimental
health effects, some PAEs have been restricted or banned in various
countries. As substitutes, dioctyl terephthalate (DOTP), di-isononyl phthal-
ate (DiNP), di-isodecyl phthalate (DiDP), di(2-ethylhexyl) terephthalate
(DEHTP), di-2-propylheptyl phthalate (DPHP) and di-(isononyl)
cyclohexane-1,2-dicarboxylate (DINCH), have been used in commercial
products. However, their metabolites were not measured in the present
study, which might have led to under-estimation of the health risks. Thus,
the alternatives for PAEs should be considered in future investigations.

4. Conclusions

A total of 1161 morning urine samples were measured to estimate the
internal exposure of PAEs in the Chinese population from 26 provincial
capital cities in China. Furthermore, the potential influencing factors and
non-carcinogenic risks of PAE exposure were studied. Among the nine
mPAEs analyzed, mBP, ZDEHP, miBP and mEP were the main detected
compounds, with mBP having the highest median concentration. Signifi-
cantly higher mPAE levels were found in children, elderly aged >59 years
and subjects whose educational levels were primary school or below.
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Lifestyle habits such as drinking bottled water and smoking correlated with
higher PAE exposure, although no significant differences were found. 20%
of the subjects had HI values greater than a unit, indicating that the non-
carcinogenic health risk should be concerned for Chinese population ex-
posed to PAEs, with DEHP and DnBP being the primary contributors. Chi-
nese population exposed to PAEs had a higher health risk compared with
other countries. This study provides important data on PAE exposure for
general residents in most capital cities in China, which could be used by
government managers to formulate relevant chemical management strate-
gies regarding PAE exposure and health risk.

Ethics approval

The Ethics Committee of Guangdong University of Technology ap-
proved the present study.

Consent to participate

Before the sample collection, an informed consent form was signed by
all the participants.

CRediT authorship contribution statement

Senyuan Huang: Methodology, data analysis, and draft preparation.
Shengtao Ma: Methodology.

Dongwu Wang: Methodology.

Hongli Liu: Methodology.

Guiying Li: Design.

Yingxin Yu: Design, reviewing & editing.

Declaration of Competing Interest

The authors declare that they have no known competing financial inter-
ests or personal relationships that could have appeared to influence the
work reported in this paper.
Acknowledgments

This investigation was funded by the National Natural Science Founda-

tion of China (41991311 and 41977303), the National Key Research and
Development Project of China (2019YFC1804500), the Local Innovative



S. Huang et al.

and Research Teams Project of Guangdong Pearl River Talents Program
(2017BT017Z032), the Guangdong-Hong Kong-Macao Joint Laboratory for
Contaminants Exposure and Health (2020B1212030008), and the 100 Tal-
ents Program of Guangdong University of Technology.

Appendix A. Supplementary data

Supplementary data to this article can be found online at https://doi.
org/10.1016/j.scitotenv.2022.156062.

References

Aimuzi, R.X.G.L., Huang, S.Y., Luo, K., Ma, S.T., Huo, X.N., Li, G.Y., Tian, Y., Zhang, J., Yu,
Y.X., 2022. Levels and health risks of urinary phthalate metabolites and the association
between phthalate exposure and unexplained recurrent spontaneous abortion: a large
case-control study from China. Environ. Res. 212, 113393. https://doi.org/10.1016/j.
envres.2022.113393.

Al-Saleh, I, Elkhatib, R., 2016. Screening of phthalate esters in 47 branded perfumes. Environ.
Sci. Pollut. Res. 23, 455-468. https://doi.org/10.1007/511356-015-5267-z.

Al-Saleh, 1., Elkhatib, R., Alrushud, N., Alnuwaysir, H., Alnemer, M., Aldhalaan, H., Shoukri,
M., McWalter, P., Alkhenizan, A., 2021. Potential health risks of maternal phthalate expo-
sure during the first trimester - the saudi early autism and environment study (SEAES).
Environ. Res. 195, 110882. https://doi.org/10.1016/j.envres.2021.110882.

Alves, A., Vanermen, G., Covaci, A., Voorspoels, S., 2016. Ultrasound assisted extraction com-
bined with dispersive liquid-liquid microextraction (US-DLLME) - a fast new approach to
measure phthalate metabolites in nails. Anal. Bioanal. Chem. 408, 6169-6180. https://
doi.org/10.1007/500216-016-9727-1.

An, J., Kim, Y.Y., Cho, H.D., Kim, J., Lee, J.Y., Lee, Y., Jo, E., Lee, J., Cha, S., Han, S.B., 2020.
Development and investigation of a QuEChERS-based method for determination of
phthalate metabolites in human milk. J. Pharm. Biomed. Anal. 181, 113092. https://
doi.org/10.1016/j.jpba.2019.113092.

Arbuckle, T.E., Davis, K., Marro, L., Fisher, M., Legrand, M., LeBlanc, A., Gaudreau, E., Foster,
W.G., Choeurng, V., Fraser, W.D., 2014. Phthalate and bisphenol a exposure among preg-
nant women in Canada - results from the MIREC study. Environ. Int. 68, 55-65. https://
doi.org/10.1016/j.envint.2014.02.010.

Bastiaensen, M., Malarvannan, G., Gys, C., Ait Bamai, Y., Araki, A., Covaci, A., 2020. Between-
and within-individual variability of urinary phthalate and alternative plasticizer metabo-
lites in spot, morning void and 24-h pooled urine samples. Environ. Res. 191, 110248.
https://doi.org/10.1016/j.envres.2020.110248.

Becker, K., Goen, T., Seiwert, M., Conrad, A., Pick-Ful}, H., Miiller, J., Wittassek, M., Schulz,
C., Kolossa-Gehring, M., 2009. GerES 1V: phthalate metabolites and bisphenol a in
urine of german children. Int. J. Hyg. Environ. Health 212, 685-692. https://doi.org/
10.1016/j.ijheh.2009.08.002.

Callesen, M., Bekd, G., Weschler, C.J., Langer, S., Brive, L., Clausen, G., Toftum, J., Sigsgaard,
T., Host, A., Jensen, T.K., 2014. Phthalate metabolites in urine and asthma, allergic
rhinoconjunctivitis and atopic dermatitis in preschool children. Int. J. Hyg. Environ.
Health 217, 645-652. https://doi.org/10.1016/j.ijheh.2013.12.001.

Campbell, J.L., Yoon, M., Ward, P.L., Fromme, H., Kessler, W., Phillips, M.B., Anderson, W.A.,
Clewell, H.J., Longnecker, M.P., 2018. Excretion of di-2-ethylhexyl phthalate (DEHP) me-
tabolites in urine is related to body mass index because of higher energy intake in the
overweight and obese. Environ. Int. 113, 91-99. https://doi.org/10.1016/j.envint.
2018.01.023.

Cao, X.L., 2010. Phthalate esters in foods: sources, occurrence, and analytical methods.
Compr. Rev. Food Sci. Food Saf. 9, 21-43. https://doi.org/10.1111/j.1541-4337.2009.
00093 x.

CDC (Centers for Disease Control and Prevention), 2019. National center for environmental
health division of laboratory sciences Atlanta, Georgia, 2015. Fourth National Report
on Human Exposure to Environmental Chemicals. Updated Tables, January 2019.
https://www.cdc.gov/exposurereport/pdf/FourthReport_UpdatedTables_Volumel _J
an2019-508.pdf.

Chen, Y., Jiang, L., Ly, S.Y., Kang, L., Luo, X.R., Liu, G.H., Cui, X.Y., Yu, Y.X., 2019. Organo-
phosphate ester and phthalate ester metabolites in urine from primiparas in Shenzhen,
China: implications for health risks. Environ. Pollut. 247, 944-952. https://doi.org/10.
1016/j.envpol.2019.01.107.

Cheng, B.J., Xu, P.R., Wei, R., Li, X.D., Sheng, J., Wang, S.F., Liu, K.Y., Chen, G.M., Tao, F.B.,
Wang, Q.N., Yang, L.S., 2021. Levels and determinants of urinary phthalate metabolites
in chinese community-dwelling older adults. Sci. Total Environ. 762, 144173. https://
doi.org/10.1016/j.scitotenv.2020.144173.

Ding, M.Y., Kang, Q.Y., Zhang, S.Y., Zhao, F.R., Mu, D., Zhang, H.F., Yang, M., Hu, J.Y., 2019.
Contribution of phthalates and phthalate monoesters from drinking water to daily intakes
for the general population. Chemosphere 229, 125-131. https://doi.org/10.1016/j.
chemosphere.2019.05.023.

Dong, R.H., Zhou, T., Zhao, S.Z., Zhang, H., Zhang, M.R., Chen, J.S., Wang, M., Wu, M., Li,
S.G., Chen, B., 2017. Food consumption survey of Shanghai adults in 2012 and its associ-
ations with phthalate metabolites in urine. Environ. Int. 101, 80-88. https://doi.org/10.
1016/j.envint.2017.01.008.

Dong, J., Ma, Y.A,, Leng, K.K., Wei, L.L., Wang, Y., Su, C., Liu, M., Chen, J., 2020. Associations
of urinary di-(2-ethylhexyl) phthalate metabolites with the residential characteristics of
pregnant women. Sci. Total Environ. 707, 135671. https://doi.org/10.1016/j.scitotenv.
2019.135671.

Science of the Total Environment 838 (2022) 156062

Du, Z.J., Mo, J.H., Zhang, Y.P., 2014. Risk assessment of population inhalation exposure to
volatile organic compounds and carbonyls in urban China. Environ. Int. 73, 33-45.
https://doi.org/10.1016/j.envint.2014.06.014.

Duty, S.M., Ackerman, R.M., Calafat, A.M., Hauser, R., 2005. Personal care product use pre-
dicts urinary concentrations of some phthalate monoesters. Environ. Health Perspect.
113, 1530-1535. https://doi.org/10.1289/ehp.8083.

Engel, S.M., Miodovnik, A., Canfield, R.L., Zhu, C., Silva, M.J., Calafat, A.M., Wolff, M.S.,
2010. Prenatal phthalate exposure is associated with childhood behavior and executive
functioning. Environ. Health Perspect. 118, 565-571. https://doi.org/10.1289/ehp.
0901470.

Fasano, E., Bono-Blay, F., Cirillo, T., Montuori, P., Lacorte, S., 2012. Migration of phthalates,
alkylphenols, bisphenol a and di(2-ethylhexyl)adipate from food packaging. Food Control
27, 132-138. https://doi.org/10.1016/j.foodcont.2012.03.005.

Fisher, M., Arbuckle, T.E., MacPherson, S., Braun, J.M., Feeley, M., Gaudreau, E., 2019.
Phthalate and BPA exposure in women and newborns through personal care product
use and food packaging. Environ. Sci. Technol. 53, 10813-10826. https://doi.org/10.
1021/acs.est.9b02372.

Frederiksen, H., Skakkebaek, N.E., Andersson, A.M., 2007. Metabolism of phthalates in
humans. Mol. Nutr. Food Res. 51, 899-911. https://doi.org/10.1002/mnfr.200600243.

Frederiksen, H., Kranich, S.K., Jgrgensen, N., Taboureau, O., Petersen, J.H., Andersson, A.M.,
2013. Temporal variability in urinary phthalate metabolite excretion based on spot,
morning, and 24-h urine samples: considerations for epidemiological studies. Environ.
Sci. Technol. 47, 958-967. https://doi.org/10.1021/es303640b.

Gao, C.J., Liu, L.Y., Ma, W.L., Ren, N.Q., Guo, Y., Zhu, N.Z., Jiang, L., Li, Y.F., Kannan, K.,
2016. Phthalate metabolites in urine of chinese young adults: concentration, profile,
exposure and cumulative risk assessment. Sci. Total Environ. 543, 19-27. https://doi.
org/10.1016/j.scitotenv.2015.11.005.

GB 17378.2-2007, 2007. State Standard of the People’s Republic of China. The specifica-
tion for marine monitoring. Part 2: data processing and quality control of analysis
http://c.gb688.cn/bzgk/gb/showGb?type = online&hcno = 2A832569DF947259
C8793864F584618F.

Gray, L.E., Ostby, J., Furr, J., Price, M., Veeramachaneni, D.N.R., Parks, L., 2000. Perinatal ex-
posure to the phthalates DEHP, BBP, and DINP, but not DEP, DMP, or DOTP, alters sexual
differentiation of the male rat. Toxicol. Sci. 58, 350-365. https://doi.org/10.1093/
toxsci/58.2.350.

Guo, Y., Kannan, K., 2011b. Comparative assessment of human exposure to phthalate esters
from house dust in China and the United States. Environ. Sci. Technol. 45, 3788-3794.
https://doi.org/10.1021/es2002106.

Guo, Y., Alomirah, H., Cho, H.S., Minh, T.B., Mohd, M.A., Nakata, H., Kannan, K., 2011a. Oc-
currence of phthalate metabolites in human urine from several asian countries. Environ.
Sci. Technol. 45, 3138-3144. https://doi.org/10.1021/es103879m.

Guo, Y., Wu, Q., Kannan, K., 2011b. Phthalate metabolites in urine from China, and implica-
tions for human exposures. Environ. Int. 37, 893-898. https://doi.org/10.1016/j.envint.
2011.03.005.

Guo, Y., Zhang, Z.F., Liu, L.Y., Li, Y.F., Ren, N.Q., Kannan, K., 2012. Occurrence and profiles of
phthalates in foodstuffs from China and their implications for human exposure. J. Agric.
Food Chem. 60, 6913-6919. https://doi.org/10.1021/jf3021128.

Guo, Y., Wang, L., Kannan, K., 2014. Phthalates and parabens in personal care products from
China: concentrations and human exposure. Arch. Environ. Contam. Toxicol. 66,
113-119. https://doi.org/10.1007/500244-013-9937-x.

Hoppin, J.A., Brock, J.W., Davis, B.J., Baird, D.D., 2002. Reproducibility of urinary phthalate
metabolites in first morning urine samples. Environ. Health Perspect. 110, 515-518.
https://doi.org/10.1289/ehp.02110515.

Huang, S.Y., Li, Q., Liu, H., Ma, S.T., Long, C.Y., Li, G.Y., Yu, Y.X., 2022a. Urinary
monohydroxylated polycyclic aromatic hydrocarbons in the general population from 26
provincial capital cities in China: levels, influencing factors, and health risks. Environ.
Int. 160, 107074. https://doi.org/10.1016/j.envint.2021.107074.

Huang, S.Y., Qi, Z.H., Ma, S.T., Li, G.Y., Long, C.Y., Yu, Y.X., 2021. A critical review on human
internal exposure of phthalate metabolites and the associated health risks. Environ.
Pollut. 279, 116941. https://doi.org/10.1016/j.envpol.2021.116941.

Huang, Y.Q., Zeng, Y., Wang, T., Chen, S.J., Guan, Y.F., Mai, B.X., 2022b. PM2.5-bound
phthalates and phthalate substitutes in a megacity of southern China: spatioseasonal var-
iations, source apportionment, and risk assessment. Environ. Sci. Pollut. Res. https://doi.
org/10.1007/511356-022-18784-0.

Just, A.C., Adibi, J.J., Rundle, A.G., Calafat, A.M., Camann, D.E., Hauser, R., Silva, M.J.,
Whyatt, R.M., 2010. Urinary and air phthalate concentrations and self-reported use of
personal care products among minority pregnant women in New York city. J. Expo.
Sci. Environ. Epidemiol. 20, 625-633. https://doi.org/10.1038/jes.2010.13.

Kasper-Sonnenberg, M., Koch, H.M., Wittsiepe, J., Wilhelm, M., 2012. Levels of phthalate me-
tabolites in urine among mother-child-pairs - results from the Duisburg birth cohort
study, Germany. Int. J. Hyg. Environ. Health 215, 373-382. https://doi.org/10.1016/j.
ijheh.2011.09.004.

Katsikantami, 1., Tzatzarakis, M.N., Karzi, V., Stavroulaki, A., Xezonaki, P., Vakonaki, E.,
Alegakis, A K., Sifakis, S., Rizos, A.K., Tsatsakis, A.M., 2020. Biomonitoring of bisphenols
aand S and phthalate metabolites in hair from pregnant women in Crete. Sci. Total Envi-
ron. 712, 135651. https://doi.org/10.1016/j.scitotenv.2019.135651.

Koch, H.M., Bolt, H.M., Preuss, R., Eckstein, R., Weisbach, V., Angerer, J., 2005. Intravenous
exposure to di(2-ethylhexyl)phthalate (DEHP): metabolites of DEHP in urine after a vol-
untary platelet donation. Arch. Toxicol. 79, 689-693. https://doi.org/10.1007/s00204-
005-0004-x.

Koch, H.M., Becker, K., Wittassek, M., Seiwert, M., Angerer, J., Kolossa-Gehring, M., 2007. Di-
n-butylphthalate and butylbenzylphthalate - urinary metabolite levels and estimated
daily intakes: pilot study for the german environmental survey on children. J. Expo.
Sci. Environ. Epidemiol. 17, 378-387. https://doi.org/10.1038/sj.jes.7500526.


https://doi.org/10.1016/j.scitotenv.2022.156062
https://doi.org/10.1016/j.scitotenv.2022.156062
https://doi.org/10.1016/j.envres.2022.113393
https://doi.org/10.1016/j.envres.2022.113393
https://doi.org/10.1007/s11356-015-5267-z
https://doi.org/10.1016/j.envres.2021.110882
https://doi.org/10.1007/s00216-016-9727-1
https://doi.org/10.1007/s00216-016-9727-1
https://doi.org/10.1016/j.jpba.2019.113092
https://doi.org/10.1016/j.jpba.2019.113092
https://doi.org/10.1016/j.envint.2014.02.010
https://doi.org/10.1016/j.envint.2014.02.010
https://doi.org/10.1016/j.envres.2020.110248
https://doi.org/10.1016/j.ijheh.2009.08.002
https://doi.org/10.1016/j.ijheh.2009.08.002
https://doi.org/10.1016/j.ijheh.2013.12.001
https://doi.org/10.1016/j.envint.2018.01.023
https://doi.org/10.1016/j.envint.2018.01.023
https://doi.org/10.1111/j.1541-4337.2009.00093.x
https://doi.org/10.1111/j.1541-4337.2009.00093.x
https://www.cdc.gov/exposurereport/pdf/FourthReport_UpdatedTables_Volume1_Jan2019-508.pdf
https://www.cdc.gov/exposurereport/pdf/FourthReport_UpdatedTables_Volume1_Jan2019-508.pdf
https://doi.org/10.1016/j.envpol.2019.01.107
https://doi.org/10.1016/j.envpol.2019.01.107
https://doi.org/10.1016/j.scitotenv.2020.144173
https://doi.org/10.1016/j.scitotenv.2020.144173
https://doi.org/10.1016/j.chemosphere.2019.05.023
https://doi.org/10.1016/j.chemosphere.2019.05.023
https://doi.org/10.1016/j.envint.2017.01.008
https://doi.org/10.1016/j.envint.2017.01.008
https://doi.org/10.1016/j.scitotenv.2019.135671
https://doi.org/10.1016/j.scitotenv.2019.135671
https://doi.org/10.1016/j.envint.2014.06.014
https://doi.org/10.1289/ehp.8083
https://doi.org/10.1289/ehp.0901470
https://doi.org/10.1289/ehp.0901470
https://doi.org/10.1016/j.foodcont.2012.03.005
https://doi.org/10.1021/acs.est.9b02372
https://doi.org/10.1021/acs.est.9b02372
https://doi.org/10.1002/mnfr.200600243
https://doi.org/10.1021/es303640b
https://doi.org/10.1016/j.scitotenv.2015.11.005
https://doi.org/10.1016/j.scitotenv.2015.11.005
http://refhub.elsevier.com/S0048-9697(22)03159-X/rf202205170213567952
http://refhub.elsevier.com/S0048-9697(22)03159-X/rf202205170213567952
http://refhub.elsevier.com/S0048-9697(22)03159-X/rf202205170213567952
http://refhub.elsevier.com/S0048-9697(22)03159-X/rf202205170213567952
https://doi.org/10.1093/toxsci/58.2.350
https://doi.org/10.1093/toxsci/58.2.350
https://doi.org/10.1021/es2002106
https://doi.org/10.1021/es103879m
https://doi.org/10.1016/j.envint.2011.03.005
https://doi.org/10.1016/j.envint.2011.03.005
https://doi.org/10.1021/jf3021128
https://doi.org/10.1007/s00244-013-9937-x
https://doi.org/10.1289/ehp.02110515
https://doi.org/10.1016/j.envint.2021.107074
https://doi.org/10.1016/j.envpol.2021.116941
https://doi.org/10.1007/s11356-022-18784-0
https://doi.org/10.1007/s11356-022-18784-0
https://doi.org/10.1038/jes.2010.13
https://doi.org/10.1016/j.ijheh.2011.09.004
https://doi.org/10.1016/j.ijheh.2011.09.004
https://doi.org/10.1016/j.scitotenv.2019.135651
https://doi.org/10.1007/s00204-005-0004-x
https://doi.org/10.1007/s00204-005-0004-x
https://doi.org/10.1038/sj.jes.7500526

S. Huang et al.

Koch, H.M., Christensen, K.L.Y., Harth, V., Lorber, M., Briining, T., 2012. Di-n-butyl phthalate
(DnBP) and diisobutyl phthalate (DiBP) metabolism in a human volunteer after single
oral doses. Arch. Toxicol. 86, 1829-1839. https://doi.org/10.1007/s00204-012-0908-1.

Koch, H.M., Riither, M., Schiitze, A., Conrad, A., Pdlmke, C., Apel, P., Briining, T., Kolossa-
Gehring, M., 2017. Phthalate metabolites in 24-h urine samples of the german environ-
mental specimen Bank (ESB) from 1988 to 2015 and a comparison with US NHANES
data from 1999 to 2012. Int. J. Hyg. Environ. Health 220, 130-141. https://doi.org/
10.1016/j.ijheh.2016.11.003.

Kortenkamp, A., Faust, M., 2010. Combined exposures to anti-androgenic chemicals: steps to-
wards cumulative risk assessment. Int. J. Androl. 33, 463-474. https://doi.org/10.1111/
j.1365-2605.2009.01047 x.

Li, X.Y., Sun, H.W., Yao, Y.M., Zhao, Z., Qin, X.L., Duan, Y.S., Wang, L., 2018. Distribution of
phthalate metabolites between paired maternal-fetal samples. Environ. Sci. Technol. 52,
6626-6635. https://doi.org/10.1021/acs.est.8b00838.

Li, J.F., Zhao, H.Z., Xia, W., Zhou, Y.Q., Xu, S.Q., Cai, Z.W., 2019a. Nine phthalate metabolites
in human urine for the comparison of health risk between population groups with differ-
ent water consumptions. Sci. Total Environ. 649, 1532-1540. https://doi.org/10.1016/j.
scitotenv.2018.08.294.

Li, J.F., Qian, X., Zhao, H.Z., Zhou, Y.Q., Xu, S.Q., Li, Y.Y., Xiang, L., Shi, J.C., Xia, W., Cai,
Z.W., 2019. Determinants of exposure levels, metabolism, and health risks of phthalates
among pregnant women in Wuhan, China. Ecotoxicol. Environ. Saf. 184, 109657.
https://doi.org/10.1016/j.ecoenv.2019.109657.

Li, X.Y., Duan, Y.S., Sun, H.W., Zhang, P., Xu, J.P., Hua, X., Jin, L.T., Li, M.Q., 2019¢. Human
exposure levels of PAEs in an e-waste recycling area: get insight into impacts of spatial
variation and manipulation mode. Environ. Int. 133, 105143. https://doi.org/10.1016/
j.envint.2019.105143.

Li, X.J., Zhong, Y., He, W.Y., Huang, S.Y., Li, Q., Guo, C.S., Ma, S.T., Li, G.Y., Yu, Y.X,, 2021.
Co-exposure and health risks of parabens, bisphenols, triclosan, phthalate metabolites
and hydroxyl polycyclic aromatic hydrocarbons based on simultaneous detection in
urine samples from Guangzhou, South China. Environ. Pollut. 272, 115990. https://
doi.org/10.1016/j.envpol.2020.115990.

Lim, M., Park, J.Y., Lim, J.E., Moon, H.B., Lee, K., 2019. Receptor-based aggregate exposure
assessment of phthalates based on individual’s simultaneous use of multiple cosmetic
products. Food Chem. Toxicol. 127, 163-172. https://doi.org/10.1016/j.fct.2019.03.
031.

Lind, P.M., Roos, V., Ronn, M., Johansson, L., Ahlstrom, H., Kullberg, J., Lind, L., 2012. Serum
concentrations of phthalate metabolites are related to abdominal fat distribution two
years later in elderly women. Environ. Health 11, 21. https://doi.org/10.1186/1476-
069X-11-21.

Ly, S.Y., Yang, D.F,, Ge, X., Li, L., Zhao, Y., Li, C., Ma, S.T., Yu, Y.X., 2020. The internal expo-
sure of phthalate metabolites and bisphenols in waste incineration plant workers and the
associated health risks. Environ. Int. 145. https://doi.org/10.1016/j.envint.2020.
106101.

Meng, X.Z., Wang, Y., Xiang, N., Chen, L., Liu, Z.G., Wy, B., Dai, X.H., Zhang, Y.H., Xie, Z.Y.,
Ebinghaus, R., 2014. Flow of sewage sludge-borne phthalate esters (PAEs) from human
release to human intake: implication for risk assessment of sludge applied to soil. Sci.
Total Environ. 476-477, 242-249. https://doi.org/10.1016/j.scitotenv.2014.01.007.

Miao, H.J., Huang, Y., Ma, C., Li, J.G., Zhao, Y.F., Wu, Y.N., 2019. Ultra-high-performance lig-
uid chromatography-isotope dilution tandem mass spectrometry for the determination of
phthalate secondary metabolites in human serum based on solid-phase extraction.
J. AOAC Int. 102, 271-277. https://doi.org/10.5740/jaoacint.18-0025.

Mu, D., Gao, F.M., Fan, Z.L., Shen, H., Peng, H., Hu, J.Y., 2015. Levels of phthalate metabolites
in urine of pregnant women and risk of clinical pregnancy loss. Environ. Sci. Technol. 49,
10651-10657. https://doi.org/10.1021/acs.est.5b02617.

Otero, P., Saha, S.K., Moane, S., Barron, J., Clancy, G., Murray, P., 2015. Improved method for
rapid detection of phthalates in bottled water by gas chromatography-mass spectrometry.
J. Chromatogr. B Anal. Technol. Biomed. Life Sci. 997, 229-235. https://doi.org/10.
1016/j.jchromb.2015.05.036.

Pan, Y.T., Jing, J., Yeung, L.W.Y., Sheng, N., Zhang, H.X., Yao, B., Dai, J.Y., 2016. Associations
of urinary 5-methyl-2’-deoxycytidine and 5-hydroxymethyl-2’-deoxycytidine with phthal-
ate exposure and semen quality in 562 chinese adult men. Environ. Int. 94, 583-590.
https://doi.org/10.1016/j.envint.2016.06.020.

Piecha, R., Svadina, S., Maly, M., Vrbik, K., Lacinovd, Z., Haluzik, M., Pavlouskovd, J.,
Vavrous, A., Matéjkova, D., Miillerova, D., Mraz, M., Matoulek, M., 2016. Urine levels
of phthalate metabolites and bisphenol a in relation to main metabolic syndrome compo-
nents: dyslipidemia, hypertension and type 2 diabetes a pilot study. Cent. Eur. J. Public
Health 24, 297-301. https://doi.org/10.21101/cejph.a4704.

Preuss, R., Koch, H.M., Angerer, J., 2005. Biological monitoring of the five major metabolites
of di-(2-ethylhexyl) phthalate (DEHP) in human urine using column-switching liquid
chromatography-tandem mass spectrometry. J. Chromatogr. B Anal. Technol. Biomed.
Life Sci. 816, 269-280. https://doi.org/10.1016/j.jchromb.2004.11.048.

Qu, C.S., Li, B., Wu, H.S., Wang, S., Giesy, J.P., 2015. Multi-pathway assessment of human
health risk posed by polycyclic aromatic hydrocarbons. Environ. Geochem. Health 37,
587-601. https://doi.org/10.1007/s10653-014-9675-7.

Tang, S.Y., He, C., Thai, P., Vijayasarathy, S., Mackie, R., Toms, L.M.L., Thompson, K.,
Hobson, P., Tscharke, B., O’Brien, J.W., Mueller, J.F., 2020. Concentrations of phthalate
metabolites in australian urine samples and their contribution to the per capita loads in
wastewater. Environ. Int. 137, 105534. https://doi.org/10.1016/j.envint.2020.105534.

10

Science of the Total Environment 838 (2022) 156062

Varshavsky, J.R., Morello-Frosch, R., Woodruff, T.J., Zota, A.R., 2018. Dietary sources of cu-
mulative phthalates exposure among the U.S. General population in NHANES
2005-2014. Environ. Int. 115, 417-429. https://doi.org/10.1016/j.envint.2018.02.029.

Villanger, G.D., Drover, S.S.M., Nethery, R.C., Thomsen, C., Sakhi, A.K., @vergaard, K.R.,
Zeiner, P., Hoppin, J.A., Reichborn-Kjennerud, T., Aase, H., Engel, S.M., 2020. Associa-
tions between urine phthalate metabolites and thyroid function in pregnant women
and the influence of iodine status. Environ. Int. 137, 105509. https://doi.org/10.1016/
j-envint.2020.105509.

Wang, J., Chen, G.C., Christie, P., Zhang, M.Y., Luo, Y.M., Teng, Y., 2015. Occurrence and risk
assessment of phthalate esters (PAEs) in vegetables and soils of suburban plastic film
greenhouses. Sci. Total Environ. 523, 129-137. https://doi.org/10.1016/j.scitotenv.
2015.02.101.

Wang, Y.X., Zeng, Q., Sun, Y., Yang, P., Wang, P., Li, J., Huang, Z., You, L., Huang, Y.H., Wang,
C., Li, Y.F,, Lu, W.Q., 2016. Semen phthalate metabolites, semen quality parameters and
serum reproductive hormones: a cross-sectional study in China. Environ. Pollut. 211,
173-182. https://doi.org/10.1016/j.envpol.2015.12.052.

Wang, Y.X., Liu, C., Chen, Y.J., Chen, H.G., Yang, P., Wang, P., Huang, L.L., Ai, S.H., Duan, P.,
Pan, A., Zeng, Q., Lu, W.Q., 2018. Predictors and correlations of phthalate metabolite
concentrations in urine and seminal plasma among reproductive-aged men. Environ.
Res. 161, 336-344. https://doi.org/10.1016/j.envres.2017.11.027.

Wang, X.H., Xu, M.T., Yang, A.Q., Wang, Y.K., Hou, S.N., Zheng, N., Liang, D.P., Hua, X.Y.,
Dong, D.M., 2021. Health risks of population exposure to phthalic acid esters through
the use of plastic containers for takeaway food in China. Sci. Total Environ. 785,
147347. https://doi.org/10.1016/j.scitotenv.2021.147347.

Whyatt, R.M., Perzanowski, M.S., Just, A.C., Rundle, A.G., Donohue, K.M., Calafat, A.M.,
Hoepner, L.A., Perera, F.P., Miller, R.L., 2014. Asthma in inner-city children at 5-11
years of age and prenatal exposure to phthalates: the Columbia Center for Children’s en-
vironmental health cohort. Environ. Health Perspect. 122, 1141-1146. https://doi.org/
10.1289/ehp.1307670.

Wittassek, M., Heger, W., Koch, H.M., Becker, K., Angerer, J., Kolossa-Gehring, M., 2007.
Daily intake of di(2-ethylhexyl)phthalate (DEHP) by german children - a comparison of
two estimation models based on urinary DEHP metabolite levels. Int. J. Hyg. Environ.
Health 210, 35-42. https://doi.org/10.1016/j.ijheh.2006.11.009.

Wormuth, M., Scheringer, M., Vollenweider, M., Hungerbiihler, K., 2006. What are the
sources of exposure to eight frequently used phthalic acid esters in Europeans? Risk
Anal. 26, 803-824. https://doi.org/10.1111/j.1539-6924.2006.00770.x.

Xu, X.Q., Zhou, G., Lei, K., Leblanc, G.A., An, L.H., 2020. Phthalate esters and their potential
risk in PET bottled water stored under common conditions. Int. J. Environ. Res. Public
Health 17. https://doi.org/10.3390/ijerph17010141.

Yang, C.Q., Harris, S.A., Jantunen, L.M., Kvasnicka, J., Nguyen, L.V., Diamond, M.L., 2020.
Phthalates: relationships between air, dust, electronic devices, and hands with implica-
tions for exposure. Environ. Sci. Technol. 54, 8186-8197. https://doi.org/10.1021/acs.
est.0c00229.

Yao, Y., Chen, D.Y., Wu, Y., Zhou, L., Cheng, J.Q., Ma, Y.Y,, Lu, S.Y., Yuan, G.X,, Liu, G.H.,
2019. Urinary phthalate metabolites in primary school starters in Pearl River Delta,
China: occurrences, risks and possible sources. Environ. Res. 179, 1-8. https://doi.org/
10.1016/j.envres.2019.108853.

Yao, Y.C., Dy, Y.Y., Wang, Y.X., Deng, T.R,, Liu, C., Teng, X.M., Hua, X., Yuan, X.Q., Guo, N.,
Yin, L., Zeng, Q., Li, Y.F., 2020. Predictors of phthalate metabolites in urine and follicular
fluid and correlations between urine and follicular fluid phthalate metabolite concentra-
tions among women undergoing in vitro fertilization. Environ. Res. 184, 109295. https://
doi.org/10.1016/j.envres.2020.109295.

Yu, Y.X., Peng, M.M.,, Liu, Y.L., Ma, J.J., Wang, N., Ma, S.T., Feng, N.N., Lu, S.Y., 2021. Co-
exposure to polycyclic aromatic hydrocarbons and phthalates and their associations
with oxidative stress damage in school children from South China. J. Hazard. Mater.
401, 123390. https://doi.org/10.1016/j.jhazmat.2020.123390.

Zhang, Q., Chen, X.Z., Huang, X., Wang, M., Wu, J., 2019. The association between prenatal
exposure to phthalates and cognition and neurobehavior of children - evidence from birth
cohorts. Neurotoxicology 73, 199-212. https://doi.org/10.1016/j.neuro.2019.04.007.

Zhang, X., Tang, S., Qiu, T., Hy, X.J,, Ly, Y.F., Dy, P, Xie, L.N., Yang, Y.W., Zhao, F., Zhy, Y.,
Giesy, J.P., 2020. Investigation of phthalate metabolites in urine and daily phthalate in-
takes among three age groups in Beijing, China. Environ. Pollut. 260, 114005. https://
doi.org/10.1016/j.envpol.2020.114005.

Zhang, W.P., Li, X., Guo, C.S., Xu, J., 2021. Spatial distribution, historical trend, and ecologi-
cal risk assessment of phthalate esters in sediment from Taihu Lake, China. Environ. Sci.
Pollut. Res. 28, 25207-25217. https://doi.org/10.1007/s11356-021-12421-y.

Zhu, Y.S., Wan, Y.J., Li, Y.Y., Zhang, B., Zhou, AF., Cai, Z.W., Qian, Z.M., Zhang, C.C., Huo,
W.Q., Huang, K., Hu, J., Cheng, L., Chang, H.L., Huang, Z., Xu, B., Xia, W., Xu, S.Q.,
2016. Free and total urinary phthalate metabolite concentrations among pregnant
women from the Healthy Baby Cohort (HBC), China. Environ. Int. 88, 67-73. https://
doi.org/10.1016/j.envint.2015.12.004.

Zhu, HK., Wang, L., Liu, C.G., Stryker, Z., Loganathan, B.G., Kannan, K., 2019. Phthalate me-
tabolites, hydroxy-polycyclic aromatic hydrocarbons, and bisphenol analogues in bovine
urine collected from China, India, and the United States. Environ. Sci. Technol. https://
doi.org/10.1021/acs.est.9b04178.


https://doi.org/10.1007/s00204-012-0908-1
https://doi.org/10.1016/j.ijheh.2016.11.003
https://doi.org/10.1016/j.ijheh.2016.11.003
https://doi.org/10.1111/j.1365-2605.2009.01047.x
https://doi.org/10.1111/j.1365-2605.2009.01047.x
https://doi.org/10.1021/acs.est.8b00838
https://doi.org/10.1016/j.scitotenv.2018.08.294
https://doi.org/10.1016/j.scitotenv.2018.08.294
https://doi.org/10.1016/j.ecoenv.2019.109657
https://doi.org/10.1016/j.envint.2019.105143
https://doi.org/10.1016/j.envint.2019.105143
https://doi.org/10.1016/j.envpol.2020.115990
https://doi.org/10.1016/j.envpol.2020.115990
https://doi.org/10.1016/j.fct.2019.03.031
https://doi.org/10.1016/j.fct.2019.03.031
https://doi.org/10.1186/1476-069X-11-21
https://doi.org/10.1186/1476-069X-11-21
https://doi.org/10.1016/j.envint.2020.106101
https://doi.org/10.1016/j.envint.2020.106101
https://doi.org/10.1016/j.scitotenv.2014.01.007
https://doi.org/10.5740/jaoacint.18-0025
https://doi.org/10.1021/acs.est.5b02617
https://doi.org/10.1016/j.jchromb.2015.05.036
https://doi.org/10.1016/j.jchromb.2015.05.036
https://doi.org/10.1016/j.envint.2016.06.020
https://doi.org/10.21101/cejph.a4704
https://doi.org/10.1016/j.jchromb.2004.11.048
https://doi.org/10.1007/s10653-014-9675-7
https://doi.org/10.1016/j.envint.2020.105534
https://doi.org/10.1016/j.envint.2018.02.029
https://doi.org/10.1016/j.envint.2020.105509
https://doi.org/10.1016/j.envint.2020.105509
https://doi.org/10.1016/j.scitotenv.2015.02.101
https://doi.org/10.1016/j.scitotenv.2015.02.101
https://doi.org/10.1016/j.envpol.2015.12.052
https://doi.org/10.1016/j.envres.2017.11.027
https://doi.org/10.1016/j.scitotenv.2021.147347
https://doi.org/10.1289/ehp.1307670
https://doi.org/10.1289/ehp.1307670
https://doi.org/10.1016/j.ijheh.2006.11.009
https://doi.org/10.1111/j.1539-6924.2006.00770.x
https://doi.org/10.3390/ijerph17010141
https://doi.org/10.1021/acs.est.0c00229
https://doi.org/10.1021/acs.est.0c00229
https://doi.org/10.1016/j.envres.2019.108853
https://doi.org/10.1016/j.envres.2019.108853
https://doi.org/10.1016/j.envres.2020.109295
https://doi.org/10.1016/j.envres.2020.109295
https://doi.org/10.1016/j.jhazmat.2020.123390
https://doi.org/10.1016/j.neuro.2019.04.007
https://doi.org/10.1016/j.envpol.2020.114005
https://doi.org/10.1016/j.envpol.2020.114005
https://doi.org/10.1007/s11356-021-12421-y
https://doi.org/10.1016/j.envint.2015.12.004
https://doi.org/10.1016/j.envint.2015.12.004
https://doi.org/10.1021/acs.est.9b04178
https://doi.org/10.1021/acs.est.9b04178

	National-�scale urinary phthalate metabolites in the general urban residents involving 26 provincial capital cities in Chin...
	1. Introduction
	2. Materials and methods
	2.1. Reagents and materials
	2.2. Sampling and pretreatment
	2.3. Instrumental analysis
	2.4. Human health risk assessments
	2.5. Quality assurance, quality control and statistical analysis

	3. Results and discussion
	3.1. Demographic characteristics of participants
	3.2. Concentrations and composition patterns of mPAEs
	3.3. Demographic characteristic influence on mPAE levels
	3.4. Spatial distribution of urinary mPAEs in China
	3.5. Human exposure to PAEs and non-carcinogenic risks
	3.6. Uncertainties and study limitations

	4. Conclusions
	Ethics approval
	Consent to participate
	CRediT authorship contribution statement
	Declaration of Competing Interest
	Acknowledgments
	Appendix A. Supplementary data
	References




