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Di-2-ethylhexyl phthalate (DEHP) is extensively used as a plasticizer in many products, especially medical devices, furniture
materials, cosmetics, and personal care products. DEHP is noncovalently bound to plastics, and therefore, it will leach out of these
products after repeated use, heating, and/or cleaning of the products. Due to the overuse of DEHP in many products, it enters and
pollutes the environment through release from industrial settings and plastic waste disposal sites. DEHP can enter the body through
inhalation, ingestion, and dermal contact on a daily basis, which has raised some concerns about its safety and its potential effects
on human health. The main aim of this review is to give an overview of the endocrine, testicular, ovarian, neural, hepatotoxic, and
cardiotoxic effects of DEHP on animal models and humans in vitro and in vivo.

1. Introduction

Di-2-ethylhexyl phthalate (DEHP) is the most common
member of the class of phthalates, which are used as plas-
ticizers in polymer products to make plastic flexible. DEHP
is also called bis(2-ethylhexyl) phthalate or dioctyl phthalate
(DOP). This colorless viscous and lipophilic liquid is more
soluble in materials such as paint removers, gasoline, and oils
than inwater andhas almost no odor [1]. It does not evaporate
easily, and little will be present in the air even near sources of
production. DEHP is produced at more than 2 million tons
annually worldwide [2].

DEHP consists of a pair of eight-carbon esters linked to
a benzene-dicarboxylic acid ring with a molecular weight
(MW) equal to 390.56 g-mol−1 and a chemical formula of
C
24
H

38
O

4
. DEHP is used as a plasticizer in many products,

especially in medical devices, such as intravenous (IV) bags
and tubing, umbilical artery catheters, blood bags and infu-
sion tubing, enteral nutrition feeding bags, nasogastric tubes,
and peritoneal dialysis bags, and is utilized in manufacturing
a wide variety of consumer products, such as packed food
and beverages; soft plastic products, such as toys and infant
products [3], building and furniture materials, including

furniture upholstery, mattresses, wall coverings, floor tiles,
and vinyl flooring; and cosmetics and personal care products
to carry fragrances [4, 5]. Due to the overuse of DEHP in
many products, it can be found in air, water, and soil. DEHP
can bind to the dust particles in air and be carried back to
earth when it is released; DEHP can also bind strongly to soil
and dissolves very slowly in groundwater [6].

Due to its ubiquity in the environment, DEHP has raised
concerns pertaining to continuous exposure of the human
population. When DEHP enters the body, it is metabolized
into different metabolites. The primary monoester meta-
bolites of DEHP are di-n-octyl phthalate (DnOP), di-n-butyl
phthalate (DnBP), benzyl butyl phthalate (BBzP), and
diethyl phthalate (DEP) [7]. The secondary oxidation DEHP
metabolites are mono-(2-ethyl-5-hydroxyhexyl) phthalate
(5OH-MEHP), mono-(2-ethyl-5-oxohexyl) phthalate (5-
oxo-MEHP), mono-(2-ethyl-5-carboxypentyl) phthalate
(5cx-MEPP), and mono-[2-(carboxymethyl) hexyl] phthal-
ate (2cx-MMHP) (Figure 1) [8]. Human CYP2C9(∗)1 and
CYP2C19 are the major CYP isoforms producing 5OH-
MEHP and 5-oxo-MEHP metabolites, while only human
CYP2C9(∗)1 and 2C9(∗)2 can produce 5cx-MEPP from
MEHP [9].
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Figure 1: DEHP and its main metabolites.

Epidemiological studies showed that DEHP can be found
in different products such as meat and lipid-rich products
such as fats and dairy products at higher concentrations
(≥300 𝜇g/kg) [10]. Recent studies reported that bread, as
an important source of nutrients, contributes to the total
exposure at rate of 31.4% in the general adult population [11].
According to the Environmental Protection Agency (EPA),
the reference dose of 20𝜇g/kg/day poses a risk of hep-
atomegaly, and the European Food Safety Authority (EFSA)
reported that a dose of 50 𝜇g/kg/day can lead to testicular
toxicity [10]. The results from an analysis of the exposure to
DEHP from blood bags indicated that the maximum level
of human exposure to DEHP released from blood bags is
0.7mg/kg weight/time [12].

2. DEHP and Endocrine Toxicity

DEHP is best known as an endocrine disruptor (ED). An
endocrine disrupter is an exogenous substance or mixture
that alters the function(s) of the endocrine system and con-
sequently causes adverse health effects in an intact organism,
its progeny, or (sub)populations [13]. In utero DEHP expo-
sure diminishes mineralocorticoid receptor (MR) expres-
sion in adult rat Leydig cells, which affects aldosterone-
induced androgen formation, which probably decreases
testosterone production [14]. Further investigations revealed
that a decrease of 50% in aldosterone and testosterone con-
centrations inmale ratswas due to in utero exposure toDEHP
at doses of 100, 300, and 750mg kg−1 day−1 but corticosterone
levels did not change [14, 15]. This could be explained by a
significant decrease in adrenal tissue weight following 750mg

kg−1 day−1 DEHP exposure due to diminished angiotensin II
(AT) receptor levels in adrenal tissue. Interestingly, compo-
nents of the renin-angiotensin-aldosterone system (RAAS)
and stimulants of aldosterone show no change in the serum
[15].

DEHP is highly toxic, with an LC
50

of 0.50 ppm, and
leads to embryo mortality and typical toxicity symptoms,
such as tail curvature, necrosis, cardiac edema, and no-touch
response, in zebrafish. DEHP can enhance estrogenic activity
at concentrations of 1.50 ppm in vitro and in vivo, suggesting
that DEHP induces the transactivation of ER in an addictive
manner [16].

DEHP decreases the expression of steroidogenic acute
regulatory protein (StAR) mRNA in pregnant mice, which
reduces steroidogenesis catastrophically in both mice and
humans.DEHP also lowers the in utero fetal testicularmRNA
levels of 17𝛼-hydroxylase and cytochrome P450 17A1, which
are key enzymes in the steroidogenic pathway [17].The above
two conditions can occur from either direct exposure of fetal
testis or indirect maternal exposure.

Aldosterone can induce or activateMR in rat Leydig cells,
which enhances testosterone production by an aldosterone-
mediated MR mechanism [18]. Based on all the factors
explained above, the reduced MR expression in Leydig
cells [14] and decreased aldosterone serum levels [19], both
provoked by DEHP in utero exposure, probably can reduce
testosterone levels in adult rats.

After DEHP exposure, histopathological thyroid changes
occurred: T

4
levels but not T

3
levels declined when rats

were exposed to DEHP [20]. It has been observed that rats
fed with a diet containing DEHP show consistent thyroid
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changes, with persistent hyperactivity due to increases in
the number and size of lysosomes, hypertrophy of the Golgi
apparatus, and dilation of the rough endoplasmic reticulum
[21]. DEHP metabolites such as MEHP were associated with
altered free T

4
levels in adult men [22]. Conversely, rats

intravenously givenDEHP at concentrations representing the
amount that can leach from PVC blood bags used for human
blood transfusions had increased serum T

3
and T

4
levels

[23]. These studies indicate that the toxic effect of DEHP and
its metabolites is different in different species and the toxic
effect is related to the dose.

The potential for DEHP and its metabolites, such as
MEHP, to disturb the thyroid endocrine system has been
exposed by the experiments done on zebrafish larvae, proving
that post-DEHP exposure not only alters the levels of thyroid
hormones but also affects their synthesis, regulation, and
action [24, 25]. Thyroid hormones are known to play an
important role in growth, differentiation, and metabolism
in early embryonic stages of zebrafish [26]. Expression of
hypothalamic-pituitary-thyroid (HPT) axis-related genes is
disrupted, which demonstrates the toxicity of DEHP on
thyroid hormones in zebrafish larvae [24]. MEHP, a DEHP
metabolite, has the same endocrine-disrupting effect on the
thyroid by altering the series of gene transcription involved
in the HPT axis [25].

Diester DEHP can be metabolized to the primary
monoester MEHP in vitro in human thyroid cells. DEHP
(10 𝜇M) and 100 𝜇M MEHP can induce thyroglobulin (Tg)
and cAMP secretion; however, in vitro DEHP exposure does
not alter the gene expression of thyroid-specific genes [27].
Studies on elderly people suggest that insulin resistance is
increased after DEHP exposure due to an imbalance between
oxidative stress production and antioxidant defenses, as
DEHP is known to induce oxidative stress, which might also
lead to insulin resistance in elderly people [28]. DEHP can
disturb thyroid hormone homeostasis and reduce TH levels
[triiodothyronine (T3), thyroxine (T4), and thyrotropin-
releasing hormone (TRH) can be reduced] by activating the
Ras/Akt/TRHr pathway and affect hepatic enzymes that play
vital roles in thyroid-disrupting effects [29].

In Chinese school children, exposure to MEHP was
positively associated with BMI and waist circumference,
which are related to obesity.Mono-(2-ethyl-5-hydroxylhexyl)
phthalate (MEHHP) and mono-(2-ethyl-5-oxohexyl) phtha-
late (MEOHP) were found to be significantly associated
with BMI only in the 8–11-year age group, not in all
the subjects. Because younger children experience more
rapid growth, their growth is more likely to be affected
by external disturbances [30]. A cross-sectional analysis
of the NHANES data showed that MEHHP and MEOHP,
DEHP metabolites, were associated with increased waist
circumference and BMI in males. There were a positive
relationship between MEHHP and BMI among 20–59-year-
old males and a nonmonotonic increase among 12–19-year-
old males [31]. DEHP has weak hormonal activities and may
affect male fertility in rats when given at high oral doses. In
conclusion, the evidence linking personal care products to
endocrine-disruptive effects in humans is lacking for themost
part.

3. DEHP and Testicular Toxicity

Administration of DEHP orally by gavage in rats and mice
at higher doses leads to toxic effects in the testes. The
potential effects of DEHP have been found to interfere with
normal sexual development in male rodents (mice, rats, and
guinea pigs) resulting from reduced testosterone synthesis
(decreased sperm production) [32].

Testicular toxicity of DEHP at gonadotoxic levels reduces
the litter size, which is associated with testicular atro-
phy, reduced epididymal sperm density and motility, and
increased numbers of abnormal sperm in male rats [33].
However, the dose response to DEHP is not nonmonotonic
during puberty. Lowdoses could accelerate puberty; however,
low doses of 10 or 100mg/kg/day did not lower the age
at puberty or enhance testosterone levels, and high doses
of DEHP (300 and 900mgDEHP/kg/day) did not increase
serum testosterone or accelerate puberty [34].

Zinc is a major part of seminal plasma, which originates
from the prostate in the male reproductive system. It main-
tains testicular functions in the testis [35]. During the process
of spermatogenesis, zinc will be incorporated in the germ
cells, and there is a gradual increase in the zinc concentrations
in the testis, which suggests that zinc helps in themaintenance
and regulation of sperm motility and spermatogenesis [36].
Gonadotoxic concentrations of DEHPmay lead to atrophy of
seminiferous tubules, lowered sperm motility, and induced
structural abnormalities in sperm because of the rapid loss
of zinc from the spermatids [33]. DEHP-induced testicular
atrophy at doses of 500mg/kg or more appears to be caused
by inhibition of DNA replication, activation of a response
to DNA damage, SIRT1 attenuation, and accelerated cell
death via induction of mitochondrion-associated intrinsic
apoptosis. DEHP can induce apoptosis partially by stalling
replication forks, leading to DNA strand breaks, the induc-
tion of mitochondrial damage, and increased reactive oxygen
species (ROS) production. Activation of DNA damage leads
to SIRT1 (regulator of mitochondrial function) attenuation
and thereby suppresses testicular ATP levels. The DEHP-
induced attenuation of ATP levels may be a crucial problem
tomale fertility since themotility of spermatozoa depends on
sperm ATP [37].

Acute testicular toxicity of MEHP was investigated in 28-
day-old male Wistar rats 3, 6, and 12 hours after a single oral
dose (by gavage) of 400mg/kg bw; detachment and sloughing
of germ cells were reported [38]. Subchronic (13-week) feed-
ing studies were conducted in F344 rats: testicular atrophy
was observed in all male rats fed with 25,000 ppmDEHP and
was present but less pronounced in rats fed with 12,500 ppm
DEHP. Chronic (2-year) studies were also conducted in F344
rats andB6C3F

1
mice. Inmale rats, pituitary hypertrophy and

testicular atrophy were observed in the 12,000 ppm DEHP-
treated group. In male mice, testicular degeneration was
reported in the 6,000 ppmDEHP-treated group. However, no
general toxicity was reported in female mice [39].

In vivo exposure of DEHP at a concentration of
500mg/kg/day in mice led to a reduction in the fertiliza-
tion ability of spermatozoa and embryos and a decline in
developmental potentiality. Treatment ofmicewithDEHP for
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1 month resulted in a 3-fold increased frequency of mutations
in genomic DNA. DEHP also increased mutagenic risks,
especially in the testis of mice [40]. Embryonic exposure to
DEHP in mice disrupted testicular germ cell disorganization
and impaired spermatogonial stem cells of the progeny of
multiple generations (F1–F4) [41]. There was a 27% decrease
in the sperm count of the progeny of F1 but a 7.8% decrease in
the sperm count of F2–F4 progeny, which explains the 3-fold
greater decreased sperm countwhen compared to F2–F4 [41].

First-trimester DEHP exposure in pregnant women has
negative impacts on the offspring that lead to a decrease in the
anogenital distance (AGD), particularly in newborn boys but
not in girls, which implies that exposure toDEHPaffectsmale
genital development [42]. It has also been reported that first-
trimester DEHP exposure is associated with newborn genital
anomalies primarily driven by an isolated hydrocele, which
make up the majority of anomalies in newborn males [43].

4. DEHP and Ovarian Toxicity

The ovaries are a significant primary reproductive organ that
plays an important role in female gamete production and the
release of sex hormones. Functional disturbances of ovaries
can cause many reproductive problems such as anovulation,
irregular estrogen secretion, and sterility [44]. DEHP targets
the ovary potentially through its metabolite MEHP [45].

The antral follicle is an ovarian reserve and an important
supplier of sex steroid hormones in females, and estradiol
(E2) is necessary for follicle growth. DEHP affects follicle
growth through a reduction of E2 levels in vitro [46].A reduc-
tion of estradiol could decrease the expression of the Arom
gene, which produces the aromatase enzyme, which converts
testosterone to estradiol. Hence, decreased expression of the
Arom gene can decrease serum E2 levels [47].

Usually, follicle function requires proper regulation of
steroidogenesis and survival from atresia [48]. Atresia is
a natural apoptotic occurrence by which follicles undergo
death and has a harmful effect on ovarian and reproductive
health.Ovarian follicular atresia is controlled by proapoptotic
factors (such as Bad, Bax, and Bok) and antiapoptotic factors
(such as Bcl2 and Bcl2l10), which are generally dysregulated
by DEHP exposure [48]. Induction of oxidative stress by
DEHP is another cause leading to follicular atresia [49].
DEHP can also inhibit follicle growth via oxidative stress [50].

Mice treated with DEHP at a dosage of 20𝜇g/kg/
day–750mg/kg/day had altered estrous cyclicity and acceler-
ated primordial follicle recruitment due to the dysregulation
of ovarian mRNA and altered levels of proteins in the phos-
phatidylinositol 3-kinase (PI3K) signaling pathway, which is
associated with early folliculogenesis. There was decrease in
the percentage of primordial follicles after DEHP exposure. It
is evident that low doses of DEHP can interfere with normal
reproductive functions [51].

In vitro studies on neonatal ovaries frommice exposed to
DEHP (0.2–20𝜇g/ml) revealed that DEHP was metabolized
to MEHP, causing a decrease in steroidogenic enzyme levels
that led to a decrease in testosterone, estrone, and E2 levels.
MEHP accelerated primordial follicle recruitment potentially
via overactivation of ovarian PI3K signaling [45].

Oral administration of DEHP and its metabolite MEHP
has been shown to have negative impacts on oocyte meiotic
maturation and development in vivo. The reduced develop-
mental ability could be due to lowered expression levels of
the Pou5f1,Asah1, andCcna1 genes.This suggests that DEHP-
induced alterations in gene expression activity could explain
how DEHP compromises fertility [52].

5. DEHP and Endometriosis

Endometriosis is a benign gynecological problem affecting
more than 10%ofwomenof reproductive age and is defined as
a disease inwhich tissue that normally grows inside the uterus
grows outside it [53, 54]. DEHP is known as an environmental
contaminant with potentially adverse effects on the fertility
of animals, and evidence has shown that environmental
toxins may directly or indirectly affect the response of the
endometrium to steroids and even lead to endometriosis [55].

A study on Indian women with endometriosis showed
significantly higher levels of DEHP exposure compared with
women without endometriosis [56]. Women with advanced-
stage endometriosis in a Korean population had higher
plasma concentrations of DEHP and its metabolites such
as MEHP, which supports the hypothesis that exposure
to phthalates might play a role in the pathogenesis of
endometriosis [57].

Many studies have suggested that DEHP can cause
hormonally mediated diseases such as endometriosis in
reproductive-age women [56, 58]. Cobellis et al. showed
that the plasma DEHP concentration was associated with
endometriosis, suggesting that DEHP plays a potential role
in the establishment of endometriosis [59]. DEHP treatment
of endometrial cells in vitro has been shown to increase
ROS, which indicates that DEHP can induce oxidative
stress in human endometrial cells [60] and DEHP-associated
endometrial stromal cell alterations may be associated with
the progression of the pathogenesis of endometriosis [61].
In vitro exposure to DEHP can lead to the establishment
of endometriosis by increasing the invasive and proliferative
activities of endometrial cells because DEHP can increase
metalloproteinase- (MMP-) 2 and MMP-9 activities and
cellular invasiveness.

6. DEHP and Renal Toxicity

DEHP is reported to be nephrotoxic in mice, and DEHP
may exacerbate this pathological change and lead to chronic
progressive nephropathy. Studies have shown that chronic
progressive nephropathy was observed in male mice treated
with 1500 ppm DEHP. After 104 weeks of DEHP exposure,
kidneyweights were significantly lower than those of the con-
trols [62]. PPAR-alpha was shown to mediate the subacute-
chronic toxicity of DEHP in kidneys [63]. DEHP can also
cause nephropathy in male rats. DEHP exposure exacerbated
age-, species-, or strain-related lesions such as mineralization
of the renal papilla and chronic progressive nephropathy.
Renal tubule pigmentation was seen in male and female
rats at a dosage of 12,500 ppm [64]. It was suggested that
DEHP-induced nephropathy in rodents may be related to
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peroxisome proliferation, which has been observed in the
renal proximal tubules [65]. However, DEHP had no effect
on the kidneys of male cynomolgus monkeys treated with
500mg/kg/day DEHP for 14 days [66].

The highest levels of measurable DEHP were detected
in the kidneys of rats and could cause a significantly
higher incidence of focal cysts and a significant decrease
in kidney function as demonstrated by creatinine clearance
[67]. Patients receiving long-term dialysis may acquire PKD
secondarily from their exposure to chemicals leached from
artificial kidneys [67]. Assessment of the degree of exposure
to DEHP in 21 patients with chronic renal failure undergoing
maintenance hemodialysis was carried out using plasticized
tubing. The plasma level of DEHP increased. The total
amount of DEHP retained by the patient during the dialysis
session ranged from 3.6 to 59.6mg, which suggests that
patients on hemodialysis are always regularly exposed to
considerable amounts of DEHP [68].

However, patients undergoing hemodialysis using tubing
plasticized with only DEHP are regularly exposed to non-
negligible amounts of DEHP. In view of several biological
effects previously reported, it is time to reconsider the use of
only DEHP as a plasticizer. Highly unacceptable amounts of
DEHP leached during dialysis session could be easily avoided
by careful selection of hemodialysis tubing.

7. DEHP and Neurotoxicity

The brain has been determined to be at risk of DEHP
exposure. DEHP can affect neurodevelopment and lead
to teratogenic anomalies by disrupting normal fetal brain
development, as DEHP can cross the placenta and enter the
fetal circulation [69, 70]. Gestational and postnatal DEHP
exposure has harmful effects on rat brain development and
function [69]. DEHP exposure (1500mg/kg) in utero led to a
metabolic disturbance of the lipid metabolome of the fetal rat
brain, which caused anomalous brain growth [70].

The hippocampus is amajor part of the brain that plays an
important role inmemory and spatial navigation. Post-DEHP
exposure in postnatal rats has been shown to have a harmful
impact on the development of the hippocampus in males but
not in females [71]. Resistance of the female rat hippocampus
to modification by DEHP is because DEHP alters the lipid
profile of the hippocampus during postnatal development,
leading to elevated levels of phosphatidylcholine and sphin-
gomyelin in the hippocampus of female rats but no effect of
DEHP on the abundance of phosphatidylcholine and sph-
ingomyelin in the hippocampus of male rats. These studies
suggested that upregulation of hippocampal lipids may serve
a neuroprotective role in DEHP-exposed female rats [72].

Brain-derived neurotrophic factor (BDNF) is a protein
that plays a critical role in the survival of existing neu-
rons and promotes the enhancement and differentiation
of new neurons and their synapses [73]. Low-dose DEHP
exposure (10mg/kg) has been shown to affect dorsal hip-
pocampal BDNF expression, which is downregulated inmale
rats. DEHP-exposed male rats have been observed to have
decreased dendritic spine density [71]. As BDNF is impor-
tant for dendritic growth and makes synaptic connections

between neurons, there could be an underlying mechanism
decreasing BDNF expression, which could decrease dendritic
spine density directly or indirectly [73].

In addition to rats, the neurotoxicity of DEHP has also
been observed in Caenorhabditis elegans, a nematode. DEHP
exposure can lead to an accumulation of ROS intracellularly,
which causes neurotoxicity. DEHP exposure can also inhibit
the expression of many genes necessary for differentiation
and function of AFD sensory neurons (necessary for the
thermosensory response) [74].

Studies on the effect of perinatal DEHP exposure on
the emotional behavior of mice have shown that phospho-
rylation of ERK1/2 in the hippocampus of pubertal mice
and adult males is inhibited and that downregulation of
androgen receptors in the pubertal male hippocampus and
estrogen receptor (ER) 𝛽 in pubertal females and the adult
hippocampus of both sexes may be associated with anxiety-
and depression-like behaviors in mice [75]. Intrauterine and
lactational exposure to DEHP at low concentrations of 50
and 200mg/kg/d decreased the levels of the N-methyl-d-
aspartic acid (NMDA) receptor subunits NR1 and NR2B
in the hippocampus in offspring mice, leading to impaired
spatial learning and memory [76].

In the 104-week feeding studies mentioned above, DEHP
caused an increase in the mean relative brain weights in male
B6C3F1mice at the highest dose (6,000 ppm). A similar effect
was observed inmale and female F344 rats at the highest dose
of 12,500 ppm [62, 64].

8. DEHP and Hepatotoxicity

Continuous oral exposure to DEHP of rodents can cause
hepatomegaly, which is due to hyperplasia and hypertrophy
of liver parenchymal cells.Microscopic observations revealed
a decrease in glycogen stores, a periportal accumulation of fat,
and an accumulation of lipofuscin granules [77]. The modes
of action of DEHP in hepatocytes include (1) activation
of PPAR𝛼, (2) proliferation of peroxisomes and induction
of peroxisomal proteins, (3) induction of nonperoxisomal
metabolism proteins, (4) induction of cell proliferation, (5)
suppression of apoptosis, (6) production of reactive oxygen
species, (7) oxidative DNA damage, and (8) inhibition of gap
junctional intercellular communication [78].

In vitro and in vivo experiments explained that DEHP-
stimulated activation of peroxisome proliferator-activated
receptor 𝛾 (PPAR𝛾) leads to the production of oxidative
stress and downregulated expression of insulin receptor and
GLUT4 proteins, disrupting the insulin signaling pathway in
the liver of SD rats and L02 cells [79].

Peroxisome proliferation results in an elevation of fatty
acid metabolism, which is a characteristic response to DEHP
exposure in the liver in rodents [80]. It has been believed that
peroxisome proliferation and the accumulation of lipofuscin
granules are related to hepatocarcinogenesis after DEHP
exposure [81]. Events such as the induction of cell prolifera-
tion, decreased apoptosis, and oxidative DNA damage have
also been proposed to be significantly involved in DEHP-
induced hepatocarcinogenesis [82]. According to evidence
from rodent studies, the International Agency for Research
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on Cancer (IARC) has classified DEHP as a carcinogenic 2B
substance [83].

In rodents, DEHP-induced liver carcinogenesis involves
multiple pathways contributing to tumor formation: (1)
rapid metabolism of the parental compound to primary and
secondary bioactivemetabolites that are readily absorbed and
distributed throughout the body, (2) receptor-independent
activation of hepatic macrophages and production of oxi-
dants, (3) activation of PPAR𝛼 in hepatocytes and sus-
tained increases in the expression of peroxisomal and non-
peroxisomal metabolism-related genes, (4) enlargement of
many hepatocellular organelles (peroxisomes, mitochondria,
etc.), (5) rapid but transient increases in cell proliferation
and decreases in apoptosis, (6) sustained hepatomegaly, (7)
chronic low-level oxidative stress and accumulation of DNA
damage, (8) selective clonal expansion of initiated cells, (9)
appearance of preneoplastic nodules, and (10) development
of adenomas and carcinomas [84].

DEHP can induce oxidative stress by disturbing the
antioxidant balance in hepatocytes. The selenium (Se) status
plays a crucial role in protecting the liver structure and
function because it is a redox regulator. DEHP exposure can
lead to Se deficiency and an increase in oxidative stress in rat
hepatocytes [85]. Induced oxidative stress and DNA damage,
which activated the p53-dependent apoptotic pathway in vivo
and in vitro, were observed after DEHP exposure in hepato-
cytes [85, 86]. Mdm2, an important negative regulator of p53,
was also suppressed byDEHP.Therefore, DEHP induced p53-
dependent apoptosis via the induction of oxidative stress [86].

DEHP-exposed rats have been shown to have increased
bodyweight and increased levels of accumulated triglycerides
due to an oppositely regulated activation of the JAK/STAT
pathway in liver and adipose tissue, leading to obesity
because of abnormal body lipid metabolism [87]. DEHP can
promote the accumulation of lipids by activating the SREBP-
1c and PPAR𝛼 signaling pathway in hepatocytes in vitro [88].
However, no studies have shown that DEHP can activate
PPAR𝛼 in human liver tissue or human hepatocytes in vitro.
No studies have evaluated the potential for DEHP to cause
cancer in humans, while exposure to high doses of DEHP for
a long period of time resulted in liver cancer in rats andmice.

Inmost animal studies, the exposure amounts toDEHPof
the animals were much higher than that in the environment.
Furthermore, there are differences between animals and
humans; it is difficult to predict some of the health effects of
DEHP in humans by using these animal models.

9. DEHP and Cardiotoxicity

It has been identified that DEHP can be spread to heart
tissue. Hillman et al. measured DEHP in neonatal hearts
of individuals who had undergone umbilical catheterization
and who had been supplied with blood products by gas
chromatography-mass spectrometry and found significantly
high levels of DEHP in heart tissue [89]. A more extensive
distribution of DEHPwas associated with a more widespread
use of catheters made of DEHP. Lactational exposure to
DEHP disrupted glucose oxidation in the cardiac muscles of
F1 female albino rats [90]. In utero exposure to DEHP at a

concentration of 300mg/kg/day was followed by a decrease
in the systolic and diastolic blood pressure in male offspring
[19]. DEHP exposure results in metabolic remodeling of
rat cardiomyocytes, which causes cardiac cells to increase
their dependence on fatty acids (FA) for energy production,
which results from the upregulation of genes associated
with esterification, 𝛽-oxidation, fatty acid transport, and
mitochondrial import and finally leads to ischemic injury or
ventricular dysfunction of the heart [91].

DEHP can also decrease the conduction velocity of
cardiomyocytes and asynchronous cell beating, which clearly
explains the diminishing cardiac mechanical and electrical
activity [92].Themechanism behind the decrease in conduc-
tion velocity and asynchronous cell beating is due to a loss of
gap junctional connexin-43 [92]. In vitroDEHP exposure at a
concentration of 250𝜇M led to a change in cardiac electrical
conduction, such as a decrease in heart rate and prolongation
of PR and QT intervals. Acute cardiac effects with increasing
doses of MEHP were studied in anaesthetized rats injected
via the femoral artery. There were a steady and significant
decrease in heart rate beginning after a total dose> 20mg and
a decline in blood pressure after a total dose > 40mg [93].

After DEHP exposure, cardiomyocytes experienced a
decrease in glucose oxidation and an increase in oxygen con-
sumption, extracellular acidosis,mitochondrialmass, PPAR𝛼
expression, and myocyte fatty acid-substrate utilization [94].
DEHP had negative chronotropic and inotropic effects on
human stem cell-derived cardiomyocytes [95] and reduced
the intercellular connectivity of cardiomyocytes due to a
loss of gap junctional connexin-43 [92]. DEHP exposure at
appropriate levels reduced the transient amplitude of calcium,
shortened the transient duration of calcium, decreased the
decay time constant, and totally reduced the spontaneous
beating rate [95].

10. Alternatives to DEHP

DEHP is very toxic and hazardous to organism health but is
being widely used in our daily lives. DEHP exposure has been
shown to have many adverse effects not only on animals but
also on humans. DEHP is observed in the blood samples and
urine samples of people who are hospitalized more because
of the use of medical devices. Even rural communities away
from hospitals are exposed in the environment through
air or water or by packaged instant food products, which
all can increase the exposure to DEHP. Kim conducted
a risk assessment of DEHP in a work environment and
suggested that the working environment should be managed
to minimize the exposure to below 5mg/m3 to protect the
health of occupational workers [83].

DEHP exposure can be avoided by using PVC-free
and DEHP-free alternatives. Using PVC-free products elim-
inates the concern over DEHP exposure because alter-
native polymers do not contain phthalates or any other
softeners. These alternative polymers are naturally flexible
and thus do not require a softening agent. Among these
alternative materials, medical device manufacturers regularly
use polyethylene, polypropylene, polyurethane and other
polyolefins, silicone, ethylene vinyl acetate, and multilayer



BioMed Research International 7

laminate plastics. Thus, hospitals have the option of choos-
ing PVC-free medical devices. Increased efforts to develop
viable replacement compounds, which necessarily include
rigorous leaching, toxicity, and impact assessment studies, are
needed before alternative plasticizers can be adopted as viable
replacements.

Taken together, it is necessary to replace the DEHP
products with DEHP-free plasticizers or PVC-free polymers
in the future. However, any DEHP-free alternative should be
thoroughly evaluated based on comprehensive toxicological
studies,monitoring for long-termhealth effects, its functional
effectiveness, and its cost efficiency.
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Higieny, vol. 67, no. 2, pp. 97–103, 2016.

[6] P. Roslev, P. L. Madsen, J. B. Thyme, and K. Henriksen,
“Degradation of phthalate and Di-(2-Ethylhexyl) phthalate by
indigenous and inoculated microorganisms insludge-amended
soil,”Applied and environmentalmicrobiology, vol. 64, no. 12, pp.
4711–4719, 1998.

[7] H. M. Koch, H. Drexler, and J. Angerer, “An estimation of
the daily intake of di(2-ethylhexyl)phthalate (DEHP) and other
phthalates in the general population,” International Journal of
Hygiene and Environmental Health, vol. 206, no. 2, pp. 77–83,
2003.

[8] H. M. Koch, R. Preuss, J. Angerer, P. Foster, R. Sharpe,
and J. Toppari, “Di(2-ethylhexyl)phthalate (DEHP): Human
metabolism and internal exposure - An update and latest

results,” International Journal of Andrology, vol. 29, no. 1, pp.
155–165, 2006.

[9] K. Choi, H. Joo, J. L. Campbell, R. A. Clewell, M. E. Andersen,
and H. J. Clewell, “In vitro metabolism of di(2-ethylhexyl)
phthalate (DEHP) by various tissues and cytochrome P450s of
human and rat,” Toxicology in Vitro, vol. 26, no. 2, pp. 315–322,
2012.

[10] S. E. Serrano, J. Braun, L. Trasande, R. Dills, and S. Sathya-
narayana, “Phthalates and diet: a review of the food monitoring
and epidemiology data.,” Environmental health : a global access
science source, vol. 13, no. 1, 2014.

[11] I. Sioen, T. Fierens, M. Van Holderbeke et al., “Phthalates
dietary exposure and food sources for Belgian preschool chil-
dren and adults,” Environment International, vol. 48, pp. 102–
108, 2012.

[12] K. Inoue, M. Kawaguchi, R. Yamanaka et al., “Evaluation and
analysis of exposure levels of di(2-ethylhexyl) phthalate from
blood bags,” Clinica Chimica Acta, vol. 358, no. 1-2, pp. 159–166,
2005.

[13] G. J. Nohynek, C. J. Borgert, D. Dietrich, and K. K. Rozman,
“Endocrine disruption: Fact or urban legend?” Toxicology Let-
ters, vol. 223, no. 3, pp. 295–305, 2013.

[14] D. B. Martinez-Arguelles, M. Culty, B. R. Zirkin, and V.
Papadopoulos, “In utero exposure to di-(2-ethylhexyl) phtha-
late decreases mineralocorticoid receptor expression in the
adult testis,” Endocrinology, vol. 150, no. 12, pp. 5575–5585, 2009.

[15] D. B. Martinez-Arguelles, T. Guichard, M. Culty, B. R. Zirkin,
and V. Papadopoulos, “In utero exposure to the antiandrogen
di-(2-ethylhexyl) phthalate decreases adrenal aldosterone pro-
duction in the adult rat,” Biology of Reproduction, vol. 85, no. 1,
pp. 51–61, 2011.

[16] X. Chen, S. Xu, T. Tan et al., “Toxicity and estrogenic endocrine
disrupting activity of phthalates and their mixtures,” Interna-
tional Journal of Environmental Research and Public Health, vol.
11, no. 3, pp. 3156–3168, 2014.

[17] Y. Kariyazono, J. Taura, Y. Hattori et al., “Effect of in utero expo-
sure to endocrine disruptors on fetal steroidogenesis governed
by the pituitary-gonad axis: A study in rats using different ways
of administration,” Journal of Toxicological Sciences, vol. 40, no.
6, pp. 909–916, 2015.

[18] R.-S. Ge, Q. Dong, C. M. Sottas, S. A. Latif, D. J. Morris, and M.
P. Hardy, “Stimulation of testosterone production in rat Leydig
cells by aldosterone is mineralocorticoid receptor mediated,”
Molecular and Cellular Endocrinology, vol. 243, no. 1-2, pp. 35–
42, 2005.

[19] D. B. Martinez-Arguelles, M. McIntosh, C. V. Rohlicek, M.
Culty, B. R. Zirkin, and V. Papadopoulos, “Maternal in utero
exposure to the endocrine disruptor di-(2-ethylhexyl) phthalate
affects the blood pressure of adult male offspring,” Toxicology
and Applied Pharmacology, vol. 266, no. 1, pp. 95–100, 2013.

[20] R. H. Hinton, F. E. Mitchell, and A. Mann, “Effects of phthalic
acid esters on the liver and thyroid,” Environmental Health
Perspectives, vol. 70, pp. 195–210, 1986.

[21] S. C. Price, D. Chescoe, P. Grasso, M.Wright, and R. H. Hinton,
“Alterations in the thyroids of rats treated for long periods with
di-(2-ethylhexyl) phthalate or with hypolipidaemic agents,”
Toxicology Letters, vol. 40, no. 1, pp. 37–46, 1988.

[22] J. D. Meeker, A. M. Calafat, and R. Hauser, “Di(2-ethylhexyl)
Phthalatemetabolitesmay alter thyroid hormone levels inmen,”
Environmental Health Perspectives, vol. 115, no. 7, pp. 1029–1034,
2007.



8 BioMed Research International

[23] N. S. Gayathri, C. R. Dhanya, A. R. Indu, and P. A. Kurup,
“Changes in some hormones by low doses of di (2-ethyl hexyl)
phthalate (DEHP), a commonly used plasticizer in PVC blood
storage bags & medical tubing,” The Indian Journal of Medical
Research, vol. 119, no. 4, pp. 139–144, 2004.

[24] P.-P. Jia, Y.-B. Ma, C.-J. Lu et al., “The effects of disturbance on
Hypothalamus-Pituitary-Thyroid (HPT) axis in zebrafish larvae
after exposure to DEHP,” PLoS ONE, vol. 11, no. 5, Article ID
e0155762, 2016.

[25] W. Zhai, Z. Huang, L. Chen, C. Feng, B. Li, and T. Li, “Thyroid
endocrine disruption in zebrafish larvae after exposure to
mono-(2-ethylhexyl) phthalate (MEHP),” PLoS ONE, vol. 9, no.
3, Article ID e92465, 2014.

[26] Y.-W. Liu and W.-K. Chan, “Thyroid hormones are important
for embryonic to larval transitory phase in zebrafish,” Differen-
tiation, vol. 70, no. 1, pp. 36–45, 2002.

[27] J. F. Hansen, M. M. Brorson, M. Boas et al., “Phthalates
Are Metabolised by Primary Thyroid Cell Cultures but Have
Limited Influence on SelectedThyroid Cell Functions In Vitro,”
PLoS ONE, vol. 11, no. 3, p. e0151192, 2016.

[28] J. H. Kim, H. Y. Park, S. Bae, Y. Lim, Y. Hong, and M. Wang,
“Diethylhexyl phthalates is associated with insulin resistance
via oxidative stress in the elderly: a panel study,” PLoS ONE, vol.
8, no. 8, p. e71392, 2013.

[29] H. Ye, M. Ha, M. Yang, P. Yue, Z. Xie, and C. Liu, “Di2-
ethylhexyl phthalate disrupts thyroid hormone homeostasis
through activating the Ras/Akt/TRHr pathway and inducing
hepatic enzymes,” Scientific Reports, vol. 7, Article ID 40153,
2017.

[30] H.Wang, Y. Zhou, C. Tang et al., “Urinary PhthalateMetabolites
AreAssociatedwith BodyMass Index andWaist Circumference
in Chinese School Children,” PLoS ONE, vol. 8, no. 2, Article ID
e56800, 2013.

[31] E. E. Hatch, J. W. Nelson, M. M. Qureshi et al., “Association
of urinary phthalate metabolite concentrations with body mass
index and waist circumference: A cross-sectional study of
NHANES data, 1999-2002,” Environmental Health: A Global
Access Science Source, vol. 7, article no. 27, 2008.

[32] R. M. David, “Proposed Mode of Action for In Utero Effects of
Some Phthalate Esters on the Developing Male Reproductive
Tract,” Toxicologic Pathology, vol. 34, no. 3, pp. 209–219, 2006.

[33] D. K. Agarwal, S. Eustis, and J. C. Lamb IV, “Effects of di(2-
ethylhexyl) phthalate on the gonadal pathophysiology, sperm
morphology, and reproductive performance of male rats,”
Environmental Health Perspectives, vol. 65, pp. 343–350, 1986.

[34] N. C. Noriega, K. L. Howdeshell, J. Furr, C. R. Lambright, V.
S. Wilson, and L. E. Gray Jr., “Pubertal administration of DEHP
delays puberty, suppresses testosterone production, and inhibits
reproductive tract development in male Sprague-Dawley and
long-evans rats,” Toxicological Sciences, vol. 111, no. 1, pp. 163–
178, 2009.

[35] R. Henkel, C. Baldauf, and W.-B. Schill, “Resorption of the
element zinc from spermatozoa by the epididymal epithelium,”
Reproduction in Domestic Animals, vol. 38, no. 2, pp. 97–101,
2003.

[36] S. Yamaguchi, C. Miura, K. Kikuchi et al., “Zinc is an essential
trace element for spermatogenesis,” Proceedings of the National
Acadamy of Sciences of the United States of America, vol. 106, no.
26, pp. 10859–10864, 2009.

[37] X. Li, E. F. Fang,M. Scheibye-Knudsen et al., “Di-(2-ethylhexyl)
phthalate inhibits DNA replication leading to hyperPARylation,

SIRT1 attenuation, andmitochondrial dysfunction in the testis,”
Scientific Reports, vol. 4, article no. 6434, 2014.

[38] M. Dalgaard, C. Nellemann, H. R. Lam, I. K. Sørensen, and O.
Ladefoged, “The acute effects of mono(2-ethylhexyl)phthalate
(MEHP) on testes of prepubertalWistar rats,”Toxicology Letters,
vol. 122, no. 1, pp. 69–79, 2001.

[39] “IARC monographs on the evaluation of carcinogenic risks to
humans,” Food and Chemical Toxicology, vol. 27, no. 8, p. 549,
1989.

[40] X.-F. Huang, Y. Li, Y.-H. Gu et al., “The Effects of Di-(2-
ethylhexyl)-phthalate Exposure on Fertilization andEmbryonic
Development In Vitro and Testicular Genomic Mutation In
Vivo,” PLoS ONE, vol. 7, no. 11, Article ID e50465, 2012.

[41] T. J. Doyle, J. L. Bowman, V. L. Windell, D. J. McLean, and K. H.
Kim, “Transgenerational effects of Di-(2-ethylhexyl) phthalate
on testicular germ cell associations and spermatogonial stem
cells in mice,” Biology of Reproduction, vol. 88, no. 5, Article ID
Article 112, 2013.

[42] S. H. Swan, S. Sathyanarayana, and E. S. Barrett, “First trimester
phthalate exposure and anogenital distance in newborns,”
Human Reproduction, vol. 30, no. 4, pp. 963–972, 2015.

[43] S. Sathyanarayana, R. Grady, E. S. Barrett et al., “First trimester
phthalate exposure and male newborn genital anomalies,”
Environmental Research, vol. 151, pp. 777–782, 2016.

[44] L. Li, J.-C. Liu, F.-N. Lai et al., “Di (2-ethylhexyl) Phthalate
Exposure Impairs Growth of Antral Follicle in Mice,” PLoS
ONE, vol. 11, no. 2, Article ID e0148350, 2016.

[45] P. R. Hannon, K. E. Brannick, W. Wang, and J. A. Flaws,
“Mono(2-ethylhexyl) phthalate accelerates early folliculogene-
sis and inhibits steroidogenesis in culturedmousewhole ovaries
and antral follicles,”Biology of Reproduction, vol. 92, no. 5, article
no. 120, 2015.

[46] D. Kalo, R. Hadas, O. Furman et al., “Carryover effects of acute
DEHP exposure on ovarian function and oocyte developmental
competence in lactating cows,” PLoS ONE, vol. 10, no. 7, Article
ID e0130896, 2015.

[47] R. K. Gupta, J. M. Singh, T. C. Leslie, S. Meachum, J. A. Flaws,
and H. H.-C. Yao, “Di-(2-ethylhexyl) phthalate and mono-(2-
ethylhexyl) phthalate inhibit growth and reduce estradiol levels
of antral follicles in vitro,” Toxicology and Applied Pharmacol-
ogy, vol. 242, no. 2, pp. 224–230, 2010.

[48] P. R. Hannon, K. E. Brannick, W. Wang, R. K. Gupta, and
J. A. Flaws, “Di(2-ethylhexyl) phthalate inhibits antral follicle
growth, induces atresia, and inhibits steroid hormone produc-
tion in cultured mouse antral follicles,” Toxicology and Applied
Pharmacology, vol. 284, no. 1, pp. 42–53, 2015.

[49] A.Agarwal, S. Gupta, andR.K. Sharma, “Role of oxidative stress
in female reproduction,” Reproductive Biology and Endocrinol-
ogy, vol. 3, article 28, 2005.

[50] W. Wang, Z. R. Craig, M. S. Basavarajappa, R. K. Gupta, and J.
A. Flaws, “Di (2-ethylhexyl) phthalate inhibits growth of mouse
ovarian antral follicles through an oxidative stress pathway,”
Toxicology and Applied Pharmacology, vol. 258, no. 2, pp. 288–
295, 2012.

[51] P. R. Hannon, J. Peretz, and J. A. Flaws, “Daily exposure to di(2-
ethylhexyl) phthalate alters estrous cyclicity and accelerates
primordial follicle recruitment potentially via dysregulation of
the phosphatidylinositol 3-kinase signaling pathway in adult
mice,” Biology of Reproduction, vol. 90, no. 6, article no. 136,
2014.

[52] F. Absalan, S. Saremy, E. Mansouri, M. T. Moghadam, A. R. E.
Moghadam, and R. Ghanavati, “Effects of mono-(2-ethylhexyl)



BioMed Research International 9

phthalate and Di-(2-ethylhexyl) phthalate administrations on
oocyte meiotic maturation, apoptosis and gene quantification
in mouse model,” Cell, vol. 18, no. 4, pp. 503–513, 2016.

[53] Y. B. Aznaurova, M. B. Zhumataev, T. K. Roberts, A. M. Aliper,
and A. A. Zhavoronkov, “Molecular aspects of development
and regulation of endometriosis,” Reproductive Biology and
Endocrinology, vol. 12, article 50, 2014.

[54] M. Moradi, M. Parker, A. Sneddon, V. Lopez, and D. Ellwood,
“Impact of endometriosis on women’s lives: a qualitative study,”
BMCWomen’s Health, vol. 14, article 123, 2014.

[55] S. Rier and W. G. Foster, “Environmental dioxins and
endometriosis,”Toxicological Sciences, vol. 70, no. 2, pp. 161–170,
2002.

[56] B. S. Reddy, R. Rozati, B. V. R. Reddy, and N. V. V. S. S.
Raman, “Association of phthalate esters with endometriosis in
Indian women,” BJOG: An International Journal of Obstetrics &
Gynaecology, vol. 113, no. 5, pp. 515–520, 2006.

[57] S. H. Kim, S. Chun, J. Y. Jang, H. D. Chae, C.-H. Kim, and B.
M. Kang, “Increased plasma levels of phthalate esters in women
with advanced-stage endometriosis: A prospective case-control
study,” Fertility and Sterility, vol. 95, no. 1, pp. 357–359, 2011.

[58] S. H. Kim, S. Cho, H. J. Ihm et al., “Possible role of phthalate in
the pathogenesis of endometriosis: In vitro, animal, and human
data,” The Journal of Clinical Endocrinology & Metabolism, vol.
100, no. 12, pp. E1502–E1511, 2015.

[59] L. Cobellis, G. Latini, C. DeFelice et al., “High plasma
concentrations of di-(2-ethylhexyl)-phthalate in women with
endometriosis,” Human Reproduction, vol. 18, no. 7, pp. 1512–
1515, 2003.

[60] Y. J. Cho, S. B. Park, and M. Han, “Di-(2-ethylhexyl)-phthalate
induces oxidative stress in human endometrial stromal cells in
vitro,” Molecular and Cellular Endocrinology, vol. 407, pp. 9–17,
2015.

[61] Y.-H. Kim, S. H. Kim, H. W. Lee, H. D. Chae, C.-H. Kim,
and B. M. Kang, “Increased viability of endometrial cells by in
vitro treatment with di-(2-ethylhexyl) phthalate,” Fertility and
Sterility, vol. 94, no. 6, pp. 2413–2416, 2010.

[62] R.M. David,M. R.Moore, D. C. Finney, andD. Guest, “Chronic
toxicity of Di(2-ethylhexyl)phthalate in mice,” Toxicological
Sciences, vol. 58, no. 2, pp. 377–385, 2000.

[63] J. M. Ward, J. M. Peters, C. M. Perella, and F. J. Gonzalez,
“Receptor and nonreceptor-mediated organ-specific toxicity of
di(2-ethylhexyl)phthalate (DEHP) in peroxisome proliferator-
activated receptor𝛼- null mice,” Toxicologic Pathology, vol. 26,
no. 2, pp. 240–246, 1998.

[64] R.M. David,M. R.Moore, D. C. Finney, andD. Guest, “Chronic
toxicity of di(2-ethylhexyl)phthalate in rats,” Toxicological Sci-
ences, vol. 55, no. 2, pp. 433–443, 2000.

[65] F. A. G. Reubsaet, J. H. Veerkamp, M. L. P. Brückwilder, J.
M. F. Trijbels, and L. A. H. Monnens, “Peroxisomal oxidases
and catalase in liver and kidney homogenates of normal
and di(ethylhexyl)phthalate-fed rats,” International Journal of
Biochemistry, vol. 23, no. 9, pp. 961–967, 1991.

[66] G. Pugh Jr., J. S. Isenberg, L. M. Kamendulis et al., “Effects of
di-isononyl phthalate, di-2-ethylhexyl phthalate, and clofibrate
in cynomolgus monkeys,” Toxicological Sciences, vol. 56, no. 1,
pp. 181–188, 2000.

[67] J. F. Crocker, S. H. Safe, and P. Acott, “Effects of chronic
phthalate exposure on the kidney,” Journal of Toxicology and
Environmental Health, vol. 23, no. 4, pp. 433–444, 1988.

[68] M. A. Faouzi, T. Dine, B. Gressier et al., “Exposure of hemodial-
ysis patients to di-2-ethylhexyl phthalate,” International Journal
of Pharmaceutics, vol. 180, no. 1, pp. 113–121, 1999.

[69] H. Lin, K. Yuan, L. Li et al., “In utero exposure to diethyl-
hexyl phthalate affects rat brain development: A behavioral
and genomic approach,” International Journal of Environmental
Research and Public Health, vol. 12, no. 11, pp. 13696–13710, 2015.

[70] Y. Xu, S. Agrawal, T. J. Cook, and G. T. Knipp, “Di-(2-
ethylhexyl)-phthalate affects lipid profiling in fetal rat brain
upon maternal exposure,” Archives of Toxicology, vol. 81, no. 1,
pp. 57–62, 2007.

[71] C. A. Smith and M. R. Holahan, “Reduced hippocampal
dendritic spine density and BDNF expression following acute
postnatal exposure to Di(2-Ethylhexyl) phthalate in male long
evans rats,” PLoS ONE, vol. 9, no. 10, Article ID e109522, 2014.

[72] C. A. Smith, K. Farmer, H. Lee, M. R. Holahan, and J. C. Smith,
“Altered hippocampal lipid profile following acute postnatal
exposure to Di(2-Ethylhexyl) phthalate in rats,” International
Journal of Environmental Research and Public Health, vol. 12, no.
10, article no. A99, pp. 13542–13559, 2015.

[73] E. J. Huang and L. F. Reichardt, “Neurotrophins: roles in
neuronal development and function,” Annual Review of Neuro-
science, vol. 24, pp. 677–736, 2001.

[74] I.-L. Tseng, Y.-F. Yang, C.-W. Yu, W.-H. Li, and V. H.-C.
Liao, “Phthalates induce neurotoxicity affecting locomotor and
thermotactic behaviors and AFD neurons through oxidative
stress in Caenorhabditis elegans,” PLoS ONE, vol. 8, no. 12,
Article ID e82657, 2013.

[75] X. Xu, Y. Yang, R.Wang, Y.Wang, Q. Ruan, and Y. Lu, “Perinatal
exposure to di-(2-ethylhexyl) phthalate affects anxiety- and
depression-like behaviors in mice,” Chemosphere, vol. 124, no.
1, pp. 22–31, 2015.

[76] Y. Dai, Y. Yang, X. Xu, and Y. Hu, “Effects of uterine and
lactational exposure to di-(2-ethylhexyl) phthalate on spatial
memory and NMDA receptor of hippocampus in mice,” Hor-
mones and Behavior, vol. 71, pp. 41–48, 2015.

[77] F. E. Mitchell, S. C. Price, R. H. Hinton, P. Grasso, and J. W.
Bridges, “Time and dose-response study of the effects on rats
of the plasticizer di(2-ethylhexyl) phthalate,” Toxicology and
Applied Pharmacology, vol. 81, no. 3, pp. 371–392, 1985.

[78] I. Rusyn, J. Peters, and M. Cunningham, “Modes of action
and species-specific effects of di-(2-ethylhexyl)phthalate in the
liver,” Critical Reviews in Toxicology, vol. 36, no. 5, pp. 459–479,
2006.

[79] W. Zhang, X.-Y. Shen, W.-W. Zhang, H. Chen, W.-P. Xu, and
W. Wei, “Di-(2-ethylhexyl) phthalate could disrupt the insulin
signaling pathway in liver of SD rats and L02 cells via PPAR𝛾,”
Toxicology and Applied Pharmacology, vol. 316, pp. 17–26, 2017.

[80] J. K. Reddy, D. L. Azarnoff, and C. E. Hignite, “Hypolipidaemic
hepatic peroxisome proliferators form a novel class of chemical
carcinogens [22],” Nature, vol. 283, no. 5745, pp. 397-398, 1980.

[81] D. S. Marsman, T. L. Goldsworthy, and J. A. Popp, “Contrasting
hepatocytic peroxisome proliferation, lipofuscin accumulation
and cell turnover for the hepatocarcinogens wy-14,643 and
clofibric acid,” Carcinogenesis, vol. 13, no. 6, pp. 1011–1017, 1992.

[82] J. E. Klaunig, M. A. Babich, K. P. Baetcke et al., “PPAR𝛼
Agonist-Induced Rodent Tumors:Modes of Action andHuman
Relevance,”Critical Reviews in Toxicology, vol. 33, no. 6, pp. 655–
780, 2003.

[83] H. Kim, “Risk assessment of di(2-ethylhexyl) phthalate in the
workplace,” Journal of Toxicology and Environmental Health,
vol. 31, p. e2016011, 2016.



10 BioMed Research International

[84] I. Rusyn and J. C. Corton, “Mechanistic considerations for
human relevance of cancer hazard of di(2-ethylhexyl) phtha-
late,” Mutation Research - Reviews in Mutation Research, vol.
750, no. 2, pp. 141–158, 2012.

[85] P. Erkekoglu,N.D. Zeybek, B.K.Giray et al., “The effects of di(2-
ethylhexyl)phthalate on rat liver in relation to selenium status,”
International Journal of Clinical and Experimental Pathology,
vol. 95, no. 1, pp. 64–77, 2014.

[86] M. Ha, L. Wei, X. Guan, L. Li, and C. Liu, “P53-dependent
apoptosis contributes to di-(2-ethylhexyl) phthalate-induced
hepatotoxicity,” Environmental Pollution, vol. 208, pp. 416–425,
2016.

[87] Y. Jia, T. Liu, L. Zhou et al., “Effects of Di-(2-ethylhexyl)
Phthalate on lipid Metabolism by the JAK/STAT Pathway in
Rats,” International Journal of Environmental Research and
Public Health, vol. 13, no. 11, article no. 1085, 2016.

[88] W. Zhang, X.-Y. Shen, W.-W. Zhang, H. Chen, W.-P. Xu, and
W. Wei, “The effects of di 2-ethyl hexyl phthalate (DEHP) on
cellular lipid accumulation in HepG2 cells and its potential
mechanisms in themolecular level,”ToxicologyMechanisms and
Methods, vol. 27, no. 4, pp. 245–252, 2017.

[89] L. S. Hillman, S. L. Goodwin, and W. R. Sherman, “Iden-
tification and measurement of plasticizer in neonatal tissues
after umbilical catheters and blood products,”TheNew England
Journal of Medicine, vol. 292, no. 8, pp. 381–386, 1975.

[90] V.Mangala Priya, C.Mayilvanan, N. Akilavalli, P. Rajesh, andK.
Balasubramanian, “Lactational exposure of phthalate impairs
insulin signaling in the cardiac muscle of F1 female albino rats,”
Cardiovascular Toxicology, vol. 14, no. 1, pp. 10–20, 2014.

[91] N. G. Posnack, L. M. Swift, M. W. Kay, N. H. Lee, and N.
Sarvazyan, “Phthalate exposure changes the metabolic profile
of cardiac muscle cells,” Environmental Health Perspectives, vol.
120, no. 9, pp. 1243–1251, 2012.

[92] N. Gillum, Z. Karabekian, L. M. Swift, R. P. Brown, M. W.
Kay, and N. Sarvazyan, “Clinically relevant concentrations of di
(2-ethylhexyl) phthalate (DEHP) uncouple cardiac syncytium,”
Toxicology and Applied Pharmacology, vol. 236, no. 1, pp. 25–38,
2009.

[93] G. Rock, R. S. Labow, C. Franklin, R. Burnett, and M. Tocchi,
“Hypotension and cardiac arrest in rats after infusion of
mono(2-ethylhexyl)phthalate (MEHP), a contaminant of stored
blood,”TheNew England Journal ofMedicine, vol. 316, no. 19, pp.
1218-1219, 1987.

[94] N. G. Posnack, “The Adverse Cardiac Effects of Di(2-
ethylhexyl)phthalate and Bisphenol A,” Cardiovascular Toxicol-
ogy, vol. 14, no. 4, pp. 339–357, 2014.

[95] N. G. Posnack, R. Idrees, H. Ding et al., “Exposure to phtha-
lates affects calcium handling and intercellular connectivity of
human stem cell-derived cardiomyocytes,” PLoS ONE, vol. 10,
no. 3, Article ID e0121927, 2015.


