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Abstract

Reports are illustrating increasing evidence of perturbed reproductive health in a variety of species. Given the rate of change and 
the widespread occurrence amongst a variety of species, such observations allude to an environmental drive opposed to a natural 
genetic change. Extensive use and dissemination of plastics that contain anthropogenic organic chemicals is suggested as a plau-
sible etiology of such adverse fertility trends given the drastic increase in global plastic production. Direct industrial emission and 
chemical migration from plastic product matrices, in which such chemicals originate, leads to environmental deposition. Once 
ubiquitous within the environment, such environmental chemicals, otherwise known as xenobiotics that are known to modulate 
endocrine signalling, are consistently available for uptake by humans and animals on a global scale. A variety of species are pro-
posed as sentinel models to further explore the impact of a polluted ecosystem on reproductive health. Pregnant animal exposure 
to xenobiotics, during the key developmental programming window, is of great concern due to the potential for epigenetic mod-
ifications on the developing fetus. This review aims to discuss such concepts and routes of exposure, to highlight areas for further 
research within the field. 
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Introduction

Global plastic production reportedly stands at 320 x 106 tons 
per annum. Around 40% of such plastics are single use and 
contain a variety of anthropogengic organic chemicals. Direct 
industrial emission and migration from product matrices, in 
which such chemicals originate, leads to environmental depo-
sition.1 Exposure to environmental chemicals (ECs), often 
endocrine disruptive in nature, have been suggested in the eti-
ology of adverse fertility trends.2 Common anthropogenic or-
ganic chemical classes include; bisphenols, dioxins, phthalate 
ethers, parabens, polycyclic aromatic hydrocarbons, and per-
fluorinated compounds (PFCs), with existing overlap between 
some chemical congeners.3,4 Such chemicals are typically pro-
duced through or utilized in a range of industrial and agricul-
tural processes.5 These include uses as plasticisers, flame-retar-
dants, solvents, preservatives, additives, coatings, pesticides, 
herbicides, fungicides, and fertilizers. Given the ability of ECs 
to leach from products into nearby surroundings, chemicals 
remain ubiquitous within the environment; present in air, wa-
ter, soil, and sediment.6,7 Here, ECs are consistently available 
for uptake by humans and animals on a global scale, through 
a variety of means.8 

With global increases reported in the occurrence of obesity, 
metabolic syndrome, and associated diseases (e.g., PCOS and 
diabetes) it has been postulated that this is also linked to ex-
posure to chemicals, giving rise to the term ‘metabolism dis-

rupting chemicals’.9 In humans, reports suggest that the etiol-
ogy and pathophysiology of metabolic diseases could be due 
to environmental chemical exposure.10 Many chemicals that 
appear to impact on metabolic function, also have endocrine 
disrupting activity and thus may adversely affect both repro-
ductive function and metabolic disease.11

Exposure routes of environmental chemicals 

One of the main deposition pathways for EC contamination 
is via a carnivorous diet. Consumption of contaminated meat, 
particularly when fat content is high, is considered as a main 
exposure route in carnivorous and omnivorous species, given 
the lipophilic nature of many ECs. This leads to biomagnifi-
cation across trophic levels, with apex predators incurring the 
highest bodily burdens. Considering 3 aquatic species with 
high blubber content but differential dietary sources, the her-
bivorous dugongs has polybrominated diethyl ester biologi-
cal burdens of 120 ng/g lipid weight.12 This level, whilst high, 
is still 8 times less than the apex predator species, the killer 
whale.13,14 Similar biomagnification of ECs has been reported 
in terrestrial ecosystems and agricultural food chains,15 as part 
of human consumption.16

Dog is a close companion to man and shares the same habi-
tat. For this reason, dog is exposed to the same environmen-
tal conditions, including environmental chemicals present 
in home. For this reason, dog is considered, an ideal sentinel 
model to investigate human exposure to environmental pol-
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lutants.14 Canine diet (commercially available pet foods) has 
common environmental chemicals.17 Since similar chemical 
types were detected in dog semen and testes (collected from 
routine neuters), effects of environmental/gonadal contami-
nants on sperm quality parameters were tested. Deleterious 
chemical effects were reported on the quality of DNA and 
sperm motility in dog and human.18 Food assessed for envi-
ronmental chemicals contained meat sources from grazing 
animals (consumed by man who have a meat-based diet).17 

Pasture contamination through the routine use of sewage 
sludge fertilizers (biosolids) is therefore of primary concern.19 
Such fertilizers promote the deposition of a broad range of 
toxic chemicals onto agricultural land, in addition to complex 
mixtures of microplastics.20 The ability of chemicals originat-
ing from their polymer matrices, to leach into the surrounding 
environment or digestive tract, if ingested, provides an initial 
exposure route to biota. Fetuses from pregnant ewes grazed on 
such pastures, as well as their offspring, exhibit perturbations 
in in both female and male reproductive development.17,21,22

Highly chlorinated congeners, including polychlorinated bi-
phenyls (PCBs), bond strongly to soil organic matter, reduc-
ing the uptake into plants through root structures, and instead 
are readily absorbed from the surrounding air.8 However, 
when pasture concentrations are lower, direct consumption 
of contaminated soil may result in an additional exposure 
route to grazing species. Around 21,000 tonnes of surface soil 
are reported to contain PCBs23 that are known reproductive 
toxicants.17,18 Although banned in the 1970’s, these ECs are 
reported to be present within UK soil at an average concentra-
tion of 2.52 mg/kg, with the highest concentrations reaching 
80.6 mg/kg.24 As alluded to above, biomagnification within 
the human can then ensue from a meat-based diet, by con-
suming animal species that have grazed on such treated lands. 

Theoretically, this would mean that a plant-based diet would 
result in lower biomagnification of contaminants. 

Unpublished, preliminary data in the horse actually showcas-
es concentrations of certain contaminants to be higher than 
sentinel models (e.g., dog) fed on meat-based diets (Harris, 
unpublished data). This is potentially indicative of alterna-
tive environmental exposure (e.g., water or plant-based feed-
stuffs). A common approach to breaking down contaminated 
materials in soil is a process called bioremediation. Using 
fungi or bacteria alongside plant material, ECs can be drawn 
from the soil into plant matter. Reports illustrate the ability 
of plant ‘alfalfa’ to remove PCBs from contaminated soil by 
uptake into roots and leaves.25 Although this is a beneficial 
aspect for clearing contaminated soil, due to the digestible en-
ergy content of alfalfa, this feedstuff is suggested for pregnant 
herbivores and breeding stallions.26 Giving rise to a potential 
exposure route for herbivorous diets. 

A further risk factor is xenobiotic run off into water systems. 
Although a range of xenobiotics are reported present in water, 
27,28 di-ethyl hexyl phthalate (DEHP) is a common plasticizer 
and a reported carcinogen,29 known to perturb reproductive 
health at lower exposure concentrations.17 This phthalate is 
present in tap water, bottled water and barrelled water sup-
plies. Concentrations of DEHP were initially greater in tap 
water, but increased concentrations of DEHP were observed 
in plastic bottled water that was heated to 60°C, a finding 
expected due to the ability of chemicals to leach from the 
product matrices.30 This increase in chemical pollutants is not 
restricted to plastic products. It is estimated that with every 
1°C increase in environmental temperature, the volatility of 
polychlorinated bi-phenyls would rise by around 10 - 15%, 
increasing pollutant mobility and promoting further uptake 
within the ecosystem.31 Such change could be an addition to 
the concept of biomagnification (Figure 1).

Figure 1. Biomagnification of xenobiotics within the aquat-
ic ecosystem. Industrial processes, agricultural deposition 
and waste leaching gives rise to biomagnification within the 
ecosystem, starting from consumption of phytoplankton, 

magnifying within endangered apex predators. A similar 
process occurs on land. Figure not to scale. Figure is authors 
own (I.T.H).



Clinical Theriogenology 2022; 14: 140

Fetal environment

Environmental chemical exposure is likely to occur through-
out life, beginning in utero, continuing postpartum, through-
out adolescence, adulthood and gametogenesis. Placenta is a 
dynamic endocrine organ and has incorporating roles (e.g., 
homeostasis, fetal growth and sustaining pregnancy).32 Per-
turbed placental function can impact fetal development and 
growth, contributing to chronic health issues in adult life.33 
Mono (2-ethylhexyl) phthalate, the primary metabolite of 
DEHP, is reported to perturb trophoblast differentiation, 
thereby acting as an endocrine disruptor to the very early 
developing placenta.34 Intrauterine environment is where 
the fetus is most susceptible to the exposure of external ECs 
due to endocrine mediated developmental period.35 It is 
thus concerning that ECs (e.g., phthalates36 and bisphenols 
[BP]37) have the ability to cross the placental barrier, exposing 
the developing fetus to a range of toxic chemicals. In an in 
vivo murine model, BP-A and BP-S altered 13 sets of identi-
cal placental genes, causing morphological defects within the 
midpregnancy placenta that persisted until parturition.38 Such 
exposure may lead to the indirect disruption of essential de-
velopmental processes of the gonads and reproductive system, 
leading to chronic reproductive perturbations in an adult life.

Fetal transfer is complex, although placenta works to protect 
the fetus against exposure to xenobiotics there is the common 
consensus that ECs have an accumulatory nature towards fetal 
compartment due to cross talk of signalling pathways.39 Ana-
logue lipophilicity, polarity and hydrogen-bonding are report-
ed to impact placental transfer efficiency.37,40 Relatively lower 
concentrations of bisphenol congeners are actively transport-
ed to the fetal compartment.41 Aryl hydrocarbon receptor is 
highly expressed within the placenta and a key receptor that 
works to protect the maternal-fetal interface and placental 
barrier from xenobiotic exposure. It is hypothesized that pol-
lutants (e.g., bisphenol-A), interfere with the activity of the 
aryl hydrocarbon receptor, reducing the typical endocrinolog-
ical function and metabolic activities of the placenta.42 Due to 
the physiochemical specificities of chemical metabolites and 
their inability to be removed from the fetal compartment in 
their glucurono-conjugated forms, a back-metabolism cycle 
is initiated by which the bioactive forms are resynthesized. 
This cycle increases fetal exposure substantially.43 For BP-S, 
although the placental transfer in the materno-fetal direction 
was only 0.4%, this back-metabolism increases fetal exposure 
to the bioactive form by 87%.41 Additionally, it has been sug-
gested that amniotic fluid acts as a reservoir by which the fetus 
is reexposed to BPS through swallowing and dermal adsorp-
tion, raising further concern over fetal exposure.37,41

ECs are also reported to have reprotoxic effects through en-
docrinological interactions.44,45 Depending on specific chem-
ical composition, steroidogenic perturbations are a result 
of affinities for different receptors. This is an area that cer-
tainly needs to be furthered within an appropriate sentinel 
model. Preliminary data assessing the addition of PCB-153 
(2,2’,4,4’,5,5’-hexachlorobiphenyl) and DEHP on LH-in-
duced testosterone secretion in the canine sentinel, to deter-
mine the impact of toxicants on endocrine function, did not 
appear to inhibit endocrine function.17

Male reproductive health 

There is an increasing body of published evidence indicating 
that human male fertility and reproductive health has de-
clined over the last 40 - 60 years. Geographically dependant 
temporal declines in human semen quality are becoming an 
increasing concern, with meta-analytical studies suggesting 
an approximate 50% decline in sperm concentration over the 
past 70 years.46,47 Results from these meta-analytical studies 
remain heavily scrutinized, a result of developments in semen 
analysis methodologies, heterogeneity and the inclusion of 
historical data sets. Such limitations were suggested to be sub-
stantial factors influencing the adverse trends reported, thus 
questioning the true declines in semen quality.48 Following 
the application of stricter inclusion criteria, in addition to 
completion in accordance with standardized protocols (me-
ta-analysis of observational studies in epidemiology)49 more 
recent meta-analyses continue to suggest a decline in fertil-
ity.50 This rate of decline appears to have no plateau, raising 
substantial concerns for future male fertility.

Temporal declines are specific to the Western world, includ-
ing Europe, North America, Australia and New Zealand, with 
trends failing to prevail in South Africa, Asia and South Amer-
ica.50 Such trends, with distinct geographical variation would 
suggest the influence of environmental factors, although so-
cio-economic contexts could pose as additional contributors. 
Parallel trends in sperm quality parameters to that in humans 
have been reported in a dog sentinel model, with an overall 
decline of 30% in progressive sperm motility.17 Geographi-
cal variation is also evident within exposure to environmen-
tal chemicals. Dog sentinel model showcases how testicular 
chemical profiles vary regionally, alongside varying testicu-
lar pathological profiles. Testis collected from Finland had 
reduced pathologies compared to testis collected from Den-
mark and the UK. Such findings provide additional support to 
the concept that the environment likely influences reproduc-
tive function.51 Many socio-economic interactions do not re-
tain relevance in such species. Additionally, data were collated 
from a single lab with consistent analytical methods, thereby 
adding to the weight of evidence exhibited in the human and 
limiting the criticism over semen quality assessments. Decline 
in semen quality is proposed to be associated with bioaccu-
mulation from meat-based diets, supported by the fact that a 
meta-analysis of temporal trends in the herbivorous stallion 
sperm quality does not appear to be overly altered. 52 Howev-
er, collecting sperm quality data from a singular lab, prelimi-
nary data do actually have similar patterns of declining sperm 
quality within the herbivorous breeding stallion (Harris, un-
published). 

As mentioned, dog, given the association to human lifestyle, is 
proposed as a useful sentinel model to assess the deleterious 
impact of environmental chemicals on human reproductive 
health. Undertaking an updated analysis of temporal trends 
in canine sperm quality, originally assessing sperm quality 
over a 26-year time frame,17 continued to have a decline in 
sperm motility over time, yet not to as a substantial degree 
(Figure 2).
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Figure 2. Updated analysis of temporal trends in canine sperm 
quality over a 32-year timeframe. Percent normal sperm mo-
tility. Data expanded utilising part of published data.17 Sci-
entific report articles are published under a CC BY license al-
lowing for maximum dissemination where users are free to 
adapt data. Error bars represent ± 1 SEM. Vertical dotted lines 
represent time point within the programme where dogs with 
poor semen quality were removed from the programme. The 
cause of this is unknown. Diagonal lines showing declining 
sperm quality are plotted for graphical purposes only. 

Temporal trends in sperm quality are also linked with global 
increases in reproductive perturbations; including testicular 
cancer (TCa) and genitourinary abnormalities, such as crypt-
orchidism and hypospadias.2,53 This is evident within both the 
primate and dog. The reproductive trends present today are 
collectively termed testicular dysgenesis syndrome.2 Globally, 
TCa incidences in humans have increased 2-fold over the past 
few decades, with most cases apparent in younger generations. 
Although a variety of factors could give rise to such changes, 
these trends are suggested to be a result of toxicant exposure 
at vital periods of sexual development.54,55 Over a similar time 
frame, increases in cryptorchidism have been reported in male 
pups from the same population of stud dogs that exhibited a 
decrease in sperm motility.17 Preliminary evidence within the 
canine additionally suggests an increased incidence of testicu-
lar tumours over a 40-year period.56 Geographical variation in 
human reproductive perturbations are also heavily reported, 
with higher incidence rates in industrialised and agricultural 
areas, indicative of interactions between chemicals utilized 
within these industries.19,57 

Female reproductive health 

A further sensitive window of exposure is during the complex 
process of follicle development from the primordial follicle 
pool to mature preovulatory Graafian follicles. Ovarian so-
matic cells are specialised, multidisciplinary cells that are par-
amount for optimum reproductive function and follicle dif-
ferentiation; with roles in germ cell support steroidogenesis 
and growth.58 In canine sentinel model studies, certain envi-
ronmental chemicals were present at higher concentrations in 
the dog ovary then in the testis (Van der Mescht, unpublished 
data). In addition, when coculturing murine ovarian tissue 
with the chemicals present within the canine ovary, there is an 
enhanced sensitivity to of the earlier follicle types (primordial 
and primary follicles). With the follicular population formed 

during development determining the reproductive lifespan of 
an individual, ensuring a balance between apoptosis, prolif-
eration and differentiation is crucial. Primordial follicles are 
those that define the ovarian reserve, therefore modifications 
to such follicles could be detriment to fertility. Understand-
ing how environmental chemicals affect the molecular and 
biochemical signalling of the granulosa cell, to support the 
oocyte, is an area that requires further study. 

Key programming window and transgenerational 
impact of ECs 

It has been suggested that EC exposure may manifest long 
after initial exposure due to epigenetic modifications origi-
nating from exposure at the critical window of genitourinary 
development in the foetus and new-born.59,60 Modifications 
include DNA methylation, microRNA or histone alterations.59 
As discussed above, placenta is a dynamic organ that supports 
fetal development. Studies are beginning to indicate how 
exposure to phthalates during pregnancy is associated with 
genome wide modifications of placental DNA methylation, 
impacting fetal development.61 Focussing on reproductive 
development, the bipotential gonad during early pregnancy 
incorporates many signalling pathways and molecules that 
instigate, and control, crucial embryological developmental 
pathways. Utilization of mouse knockout models provides in-
sight into such genetic determinants of the bipotential gonad 
development. GATA binding protein 4 (Gata4) remains as 1 of 
the earliest markers crucial for formation and development of 
the gonadal ridge.62 Loss of Gata4 gene expression is reported 
to inhibit formation of gonadal ridge.62 Further development 
and maintenance of the gonadal ridge is determined by genes 
(e.g., Wilms’ tumour suppressor 1 gene and steroidogenic fac-
tor 1) essential for early gonadal development.63 Under the in-
fluence of WNT signalling, the binary fate decision of gonadal 
formation is chosen. A recent review discusses how the ob-
served human male reproductive disorders might have a fetal 
origin, due to an androgen dependant programming window 
during early gestation.64 One of the major signalling pathways 
throughout ovarian differentiation is that of WNT4/RSPO1 
signalling.65 In the absence of the male sex determinant gene, 
the cascade of genetic pathways to promote female develop-
ment sees WNT mediated stimulation, like that of the ligand 
WNT4 induce the expression of downstream effectors,66 such 
as follistatin and β-catenin.67 β-catenin is a pro-ovarian signal-
ling molecule which induces expression of the pivotal female 
development transcriptional target, FoxL2.68-70 Should a toxi-
cant impair the expression of male sex determining genes in 
an XY embryo, then it is plausible for WNT mediated stimula-
tion to ensue, to follow the feminisation pathway.71 

Epigenetic mechanisms, with adverse effects on reproductive 
potential, are considered to be transgenerational.72,73 In kill-
er whale populations, EC concentrations in calves are higher 
than in their lactating mothers.74 Comparably, in suckling po-
lar bear cubs, PCB concentrations surpassed that of maternal 
contamination.75 Such research demonstrates the accumulato-
ry nature of toxic ECs within the developing neonate. The sub-
sequent exposure of such chemicals to the suckling offspring 
is likely to perturb reproductive development and future fer-
tility, as reported in other species,76 having future transgenera-
tional impact. The transgenerational impact of contaminants 
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has been shown to induce delayed pubertal onset, impaired 
gametogenesis and impaired steroidogenic gene expression. 
Furthermore, maternal behaviours have also been shown to 
be impaired following transgenerational studies of toxicant 
mixtures, raising concern of not only reproductive health, but 
also wellbeing of future generations.77 Within the sheep mod-

el, exposure to environmental contaminants has been shown 
to induce testis transcriptome modifications, which authors 
report, if not corrected by or during puberty, would likely have 
adverse outcomes for future generations adult life.22 Reports 
discuss how epigenetic mechanisms are the means by which 
xenobiotics mediate such transgenerational effects.78 

Figure 3. Avenues for xenobiotic perturbations within testicular tissue. As the housing unit of sperm development, testicular 
health has a significant impact on sperm quality and reproductive success, from pathological perturbations to epigenetic modifi-
cations. Figure is authors own (I.T.H).  

Conclusion

The sentinel has historically been exploited as a model for bio-
monitoring environmental conditions in addition to health 
responses to toxic and infectious agents in other populations 
of species, including humans.79 Common biomonitor species 
include ants,1 birds,80,81 sheep,82 dogs,14 and aquatic species 
(oysters, fish, and killer whales).83-85 Many socio-economic 
interactions do not retain relevance in such species, although 
exception is given to species undergoing artificial reproductive 
techniques, which may still influence trends in reproductive 
health. Canids and felines share close environmental condi-
tions with that of their owners, thus representing important 
models for bio-monitoring human health.14 Although the pre-
cise drivers behind these reproductive temporal trends remain 
uncertain, there is increasing evidence that anthropogenic en-
vironmental change may be a key factor.86 There is a distinct 
need to increase public understanding in order to promote a 
sustainable future. Although microorganisms are reported to 
be able to degrade toxic environmental compounds,87 the use 
of the dog as a sentinel model, or additional sentinel models, 
would add substantial information in order to further or dis-
pute previous research, and add to the weight of evidence that 
showcases how xenobiotics are perturbing the environment 
and future health of individuals. Only with further research 
can we work to drive change within a polluted environment.   

Con!ict of interest

There are no con!icts of interest to disclose. 

References

1. Wania F: Assessing the potential of persistent organic chemicals for 
long-range transport
and accumulation in polar regions, Environ Sci Technol 2003:37;1344-
1351.
2. Skakkebaek NE, Rajpert-De Meyts E, Buck Louis GM, et al: Male 
reproductive disorders
and fertility trends: Influences of environment and genetic susceptibility, 
Physiol Rev 2015:96;55-97.
3. Pelch KE, Bolden AL, Kwiatkowski CF: Environmental chemicals and 
autism: a scoping
review of the human and animal research. Environ Health Perspect 
2019:127;046001.
4. Ruzzin J: Public health concern behind the exposure to persistent 
organic pollutants and the risk of metabolic diseases. BMC public 
health 2012:12;1-8.
5.  Chen L, Luo K, Etzel R, et al: Co-exposure to environmental 
endocrine disruptors in the US population, Environ Sci Pollut Res Int  
2019;26:7665-7676.
6. Eladak S, Moison D, Guerqiun MJ, et al: Substrate orientation 
dependence of optical properties of GaP/AlP short-period superlattices, 
PLoS ONE 2018;13:1-20.



Clinical Theriogenology 2022; 14: 143

7. Lenoir A, Boulay R, Dejean A, et al: Phthalate pollution in an 
Amazonian rainforest.
Environ Sci Pollut Res Int   2016:23;16865-16872.
8. Terzaghi E, Zanardini E, Morosini C, et al: Rhizoremediation half-
lives of PCBs: Role of
congener composition, organic carbon forms, bioavailability, microbial 
activity, plant species and soil conditions, on the prediction of fate and 
persistence in soil. Sci Total Environ 2018:612;544-560.
9. Heindel JJ, Blumberg B, Cave M, et al: Metabolism disrupting 
chemicals and metabolic
disorders. Reprod Toxicol 2017;68:3-33.
10. De Long NE and Holloway AC: Early-life chemical exposures and 
risk of metabolic
syndrome. Diabetes Metab Syndr Obes 2017;10:101.
11. Swinburn BA, Sacks G, Hall KD, et al: The global obesity pandemic: 
shaped by global
drivers and local environments. The Lancet 2011:378;804-814.
12. Weijs L, Leusch F and Covaci A: Concentrations of legacy persistent 
organic pollutants
and naturally produced MeO-PBDEs in dugongs (Dugong dugon) 
from Moreton Bay, Australia. Chemosphere 2019:229;500-508.
13. Rayne S, Ikonomou MG, Ross PS, et al: PBDEs, PBBs, and PCNs in 
three communities of
free-ranging killer whales (Orcinus orca) from the northeastern Pacific 
Ocean. Environ Sci Technol 2004:38;4293-4299.
14. Sumner RN, Harris IT, Van Der Mescht M, et al: The dog as a sentinel 
species for
environmental effects on human fertility. Reproduction 2020:159;265-
276.
15. Morris AD, Muir DC, Solomon KR, et al: Bioaccumulation of 
polybrominated diphenyl ethers and alternative halogenated flame 
retardants in a vegetation–caribou–wolf food chain of the Canadian 
Arctic. Environ Sci Technol 2018:52;3136-3145.
16. Te B, Yiming L, Tianwei L, et al: Polychlorinated biphenyls in 
a grassland food network: Concentrations, biomagnification, and 
transmission of toxicity. Sci Total Environ 2020:709;135781.
17. Lea RG, Byers AS, Sumner RN, et al: Environmental chemicals 
impact dog semen quality in vitro and may be associated with a 
temporal decline in sperm motility and increased cryptorchidism, 
Scientific Reports, Nature Publishing Group, 2016:6.
18. Sumner RN, Tomlinson M, Craigon J, et al: Independent and 
combined effects of diethylhexyl phthalate and polychlorinated 
biphenyl 153 on sperm quality in the human and dog. Sci Rep 
2019:9;1-8.
19. Tran BC, Teil MJ, Blanchard M, et al: Fate of phthalates and BPA in 
agricultural and non-agricultural soils of the Paris area (France), Enviro 
Sci Pollut  Res Int 2015:22;11118-11126.
20. Weithmann N, Möller JN, Löder MGJ, et al: Organic fertilizer as 
a vehicle for the entry of microplastic into the environment. Sci Adv 
2018:4;1-8.
21. Elcombe CS, Monteiro A, Ghasemzadeh-Hasankolaei M, et al: 
Morphological and transcriptomic alterations in neonatal lamb 
testes following developmental exposure to low-level environmental 
chemical mixture. Environ Toxicol Pharmacol 2021;86:103670.
22. Lea RG, Mandon-Pepin B, Loup B, et al: Ovine fetal testis stage-
specific sensitivity to environmental chemical mixtures. Reproduction 
2022:1.

23. Meijer SN, Ockenden WA, Sweetman A, et al: Global distribution 
and budget of PCBs and HCB in background surface soils: implications 
for sources and environmental processes. Environ Sci Technol 
2003;37:667-672.
24. Jamshidi A, Hunter S, Hazrati S, et al: Concentrations and chiral 
signatures of polychlorinated biphenyls in outdoor and indoor air and 
soil in a major UK conurbation. Environ Sci Technol 2007:41;2153-
2158.
25. Sharma JK, Gautam RK, Nanekar SV, et al: Advances and perspective 
in bioremediation of polychlorinated biphenyl-contaminated soils. 
Environ Sci Pollut Res Int 2018:25;16355-16375.
26. DeBoer ML, Hathaway MR, Kuhle KJ, et al: Glucose and insulin 
response of horses grazing alfalfa, perennial cool-season grass, and teff 
across seasons. Journal of equine veterinary science 2018;68:33-38.
27. Mullen KR, Rivera BN, Tidwell LG, et al: Environmental 
surveillance and adverse neonatal health outcomes in foals born near 
unconventional natural gas development activity. Sci Total Environ 
2020:731;138497.
28. Karthigadevi G, Manikandan S, Karmegam N, et al: Chemico-
nanotreatment methods for the removal of persistent organic 
pollutants and xenobiotics in water–A review. Bioresour Technol 
2021;324:124678.
29. Chen X, Xu S, Tan T, et al: Toxicity and estrogenic endocrine 
disrupting activity of phthalates and their mixtures. Int J Environ Res 
Public Health 2014;11:3156-3168.
30. Wang Y and Qian H: Phthalates and their impacts on human 
health. In Healthcare,  Multidisciplinary Digital Publishing Institute 
2021:9;603.
31. Lamon L, Von Waldow H, MacLeod M, et al: Modeling the global 
levels and distribution of polychlorinated biphenyls in air under a 
climate change scenario. Environ Sci Technol 2009;43:5818-5824.
32. Rosenfeld CS: Sex-specific placental responses in fetal development, 
Endocrinology 2015:156;3422-3434.
33. Gabory A, Roseboom TJ, Moore T, et al: Placental contribution to the 
origins of sexual dimorphism in health and diseases: Sex chromosomes 
and epigenetics. Biol Sex Differ 2013;4:1-14.
34. Shoaito H, Petit J, Chissey A, et al: The Role of Peroxisome Proliferator–
Activated Receptor Gamma (PPAR γ) in Mono (2-ethylhexyl) Phthalate 
(MEHP)-Mediated Cytotrophoblast Differentiation. Environ Health 
Perspect 2019:127; 027003.
35. Kot K, Kosik-Bogacka D, Łanocha-Arendarczyk N, et al: Interactions 
between 14 elements in the human placenta, fetal membrane and 
umbilical cord, Int J of Environ Res Public Health. 2019:16;1-13.
36. Mose T, Mortensen GK, Hedegaard M et al: Phthalate monoesters 
in perfusate from a dual placenta perfusion system, the placenta tissue 
and umbilical cord blood. Reprod Toxicol  2007:23;83-91.
37. Gingrich J, Pu Y, Ehrhardt R, Karthikraj R, et al: Toxicokinetics 
of bisphenol A, bisphenol S, and bisphenol F in a pregnancy sheep 
model, Chemosphere 2019;220:185-194.
38. Mao J, Jain A, Denslow ND, et al: Bisphenol A and bisphenol S 
disruptions of the mouse placenta and potential effects on the placenta-
brain axis, Proceedings of the National Academy of Sciences of the 
United States of America, 2020:117;4642-4652.
39. Wakx A, Nedder M, Tomkiewicz-Raulet C, et al: Expression, 
localization, and activity of the aryl hydrocarbon receptor in the human 
placenta. Int J Mol Sci 2018:19;3762.



Clinical Theriogenology 2022; 14: 144

40. Giaginis C, Zira A, Theocharis S, et al: Application of quantitative 
structure–activity relationships for modeling drug and chemical 
transport across the human placenta barrier: a multivariate data 
analysis approach, J Appl Toxicol 2009;29:724-733.
41. Grandin FC, Lacroix MZ, Gayrard V, et al: Bisphenol S instead of 
Bisphenol A: Toxicokinetic investigations in the ovine materno-feto-
placental unit. Environ Int 2018;120:584-592.
42. Wierzba W, Radowicki S, Bojar I, et al Effects of environmental 
pollution with aromatic hydrocarbons on endocrine and metabolic 
functions of the human placenta. Ann Agric Environ Med 2018;25:157-
161.
43. Gauderat G, Picard-Hagen N, Toutain PL, et al: Bisphenol A 
glucuronide deconjugation is a determining factor of fetal exposure to 
bisphenol A, Environ Int 2016;86:52-59.
44. Daoud S, Sellami A, Bouassida M, et al: Routine assessment of 
occupational exposure and its relation to semen quality in infertile 
men: A cross-sectional study. Tur J Med Sci 2017;47:902-907.
45. Ianos O, Sari-Minodier I, Villes V, et al: Meta-analysis reveals the 
association between male occupational exposure to solvents and 
impairment of semen parameters. J Occup Environ Med 2018;60: 
e533-e542.
46. Swan SH, Elkin EP and Fenster L: The question of declining sperm 
density revisited: An analysis of 101 studies published 1934-1996, 
Environ Health Perspect 2000:108;961-966.
47. Carlsen E, Giwercman A, Keiding N, et al: Evidence for decreasing 
quality of semen during past 50 years, Br Med J 1992;305:609-613.
48. Pacey AA: Are sperm counts declining? or did we just change our 
spectacles? Asian J Androl 2013:15;187-190.
49. Stroup DF, Berlin JA, Morton SC, et aL: Meta-analysis of observational 
studies in Epidemiology., Modern Methods for Epidemiology 
2009:173-189.
50. Levine H, Jørgensen N, Martino-Andrade A, et al: Temporal trends 
in sperm count: A systematic review and meta-regression analysis, Hum 
Reprod Update 2017: 23;646-659.
51. Sumner RN, Byers A, Zhang Z, et al: Environmental chemicals in 
dog testes reflect their geographical source and may be associated with 
altered pathology. Sci Repor 2021:11;1-11.
52. Perrett J, Harris IT, Maddock C, et al: Systematic analysis of breed, 
methodological, and geographical impact on equine sperm progressive 
motility. Animals 2021;11:3088.
53. Ghazarian AA, Rusner C, Trabert B, et al: Testicular cancer among 
US men aged 50 years and older, Cancer Epidemiol 2018;55:68-72.
54. Brenner DR, Heer E, Ruan Y, et al: The rising incidence of testicular 
cancer among young men in Canada, data from 1971–2015, Cancer 
Epidemiol 2019;58:175-177.
55. Pishgar F, Haj-Mirzaian A, Ebrahimi H, et al: Global, regional and 
national burden of testicular cancer, 1990–2016: results from the Global 
Burden of Disease Study 2016, BJU International 2019; 386-394.
56. Grieco V, Riccardi E, Greppi GF, et al: Canine Testicular Tumours: a 
Study on 232 Dogs, J Comp Pathol 2008;138:86-89.
57. Lin Z, Wang L, Jia Y, et al: A Study on Environmental Bisphenol 
A Pollution in Plastics Industry Areas, Water, Air, and Soil Pollution. 
Water, Air, & Soil Pollution 2017:228.
58. El-Hayek S and Clarke HJ: Control of oocyte growth and 
development by intercellular communication within the follicular 
niche. Molecular Mechanisms of Cell Differentiation in Gonad 
Development 2016:191-224.

59. Bommarito PA, Martin E, and Fry, RC: Effects of prenatal exposure 
to endocrine disruptors and toxic metals on the fetal epigenome, 
Epigenomics. 2017;9:333-350.
60. Thankamony A, Pasterski V, Ong KK, et al: Anogenital distance as a 
marker of androgen exposure in humans, Andrology 2016:4;616-625.
61. Jedynak P, Tost J, Calafat AM, et al: Pregnancy exposure to 
phthalates and DNA methylation in male placenta—An epigenome-
wide association study. Environ Int 2022;160:107054.
62. Hu Y, Dong C, Chen M, et al: Low-dose monobutyl phthalate 
stimulates steroidogenesis through steroidogenic acute regulatory 
protein regulated by SF-1, GATA-4 and C/EBP-beta in mouse Leydig 
tumor cells. Reprod Biol Endocrinol  2013;11:1-10.
63. Chen M, Zhang L, Cui X, et al: Wt1 directs the lineage specification 
of Sertoli and granulosa cells by repressing Sf1 expression. Development 
2017;144:44-53.
64. Sharpe RM: Androgens and the masculinization programming 
window: human–rodent differences. Biochem Soc Trans 2020:48;1725-
1735.
65. Chen H, Palmer JS, Thiagarajan RD, et al: Identification of novel 
markers of mouse fetal ovary development. PLoS ONE. 2012;7: e41683.
66. Upadhyay M, Kuna M, Tudor S, et al: A switch in the mode 
of Wnt signaling orchestrates the formation of germline stem cell 
differentiation niche in Drosophila. PLoS genetics 2018:14; e1007154.
67. Beverdam A. and Koopman P: Expression profiling of purified 
mouse gonadal somatic cells during the critical time window of 
sex determination reveals novel candidate genes for human sexual 
dysgenesis syndromes. Hum Mol Genet 2006;15:417- 431.
68. Maatouk DM, DiNapoli L, Alvers A, et al: Stabilization of β-catenin 
in XY gonads causes male-to-female sex-reversal. Hum Mol Grnet 
2008:17;2949-2955.
69. Boulanger L, Pannetier M, Gall L, et al: FOXL2 is a female sex-
determining gene in the goat. Curr Biol 2014;24:404-408.
70. Li Y, Zhang L, Hu Y, et al: β-Catenin directs the transformation 
of testis Sertoli cells to ovarian granulosa-like cells by inducing Foxl2 
expression. J Biol Chem 2017:292;17577-17586.
71. Üstündağ ÜV and Ebru E: Wnt pathway: A mechanism worth 
considering in endocrine disrupting chemical action. Toxicol Ind 
Health 2020:36;41-53.
72. Rattan S and Flaws JA: The epigenetic impacts of endocrine 
disruptors on female reproduction across generations, Biol Reprod 
2019:101;635-644
73. Goldsby JA, Wolstenholme JT and Rissman EF: Multi- and 
transgenerational consequences of bisphenol a on sexually dimorphic 
cell populations in mouse brain, Endocrinology 2017;158:21-30.
74. Haraguchi K, Hisamichi Y and Endo T: Accumulation and mother-
to-calf transfer of anthropogenic and natural organohalogens in killer 
whales (Orcinus orca) stranded on the Pacific coast of Japan, Sci Total 
Environ 2009;407:2853-2859.
75. Polischuk SC, Norstrom RJ and Ramsay MA: Body burdens 
and tissue concentrations of organochlorines in polar bears (Ursus 
maritimus) vary during seasonal fasts, Environ Pollut 2022:118;29-39.
76. Higuchi TT, Palmer JS, Gray LE, et al: Effects of dibutyl phthalate in 
male rabbits following in utero, adolescent, or postpubertal exposure, 
Toxicol Sci 2003;72:301-313.
77. López-Rodríguez D, Aylwin CF, Delli V, et al: Multi-and 
transgenerational outcomes of an exposure to a mixture of endocrine-



Clinical Theriogenology 2022; 14: 145

disrupting chemicals (EDCs) on puberty and maternal behaviour in the 
female rat. Environ Health Perspect 2021:129;087003.
78. Robaire B, Delbes G, Head JA, et al: A cross-species comparative 
approach to assessing multi-and transgenerational effects of endocrine 
disrupting chemicals. Environ Res 2022:204;112063.
79. Rabinowitz PM, Scotch ML and Conti LA: Animals as sentinels: 
using comparative medicine to move beyond the laboratory., ILAR 
Journal 2010:51;262-267.
80. Quadri Adrogué A, Miglioranza KSB, Copello S, et al: Pelagic seabirds 
as biomonitors of persistent organic pollutants in the Southwestern 
Atlantic, Marine Pollution Bulletin, Elsevier, 2019:149;110516.
81. Burton C: Risking life and wing: Victorian and Edwardian 
conceptions of coal-mine canaries. Victorian Review 2014;40:143-159.
82. Viguié C, Chaillou E, Gayrard V, et al: Toward a better understanding 
of the effects of endocrine disrupting compounds on health: Human-
relevant case studies from sheep models. Mol Cell Endocrinol 
2020:505;110711.

83. O’Connor TP and Lauenstein GG: Trends in chemical concentrations 
in mussels and oysters collected along the US coast: update to 2003. 
Marine Environ Res 2006:62;261-285.
84. Fossi MC and Panti C: Sentinel species of marine ecosystems. In: 
Oxford Research Encyclopedia of Environmental Science 2017.
85. Desforges JP, Hall A, McConnell B, et al: Predicting global killer 
whale population collapse from PCB pollution. Science 2018;361:1373-
1376.
86. Hung H, Halsall C, Ball H, et al: Climate change influence on 
the levels and trends of persistent organic pollutants (POPs) and 
chemicals of emerging Arctic concern (CEACs) in the Arctic physical 
environment–a review. Environmental Science: Processes & Impacts. 
2022. Advance article. 
87. Behera L, Datta D, Kumar, S, et al: Role of microbial consortia in 
remediation of soil, water and environmental pollution caused by 
indiscriminate use of chemicals in agriculture: Opportunities and 
challenges.  New and Future Developments in Microbial Biotechnology 
and Bioengineering 2022:399-418.


