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What is the endocrine system?  

The human endocrine system is a collection of 
glands and organs which secrete different types of 
hormones or molecular messengers into the 
bloodstream. It maintains a dynamic equilibrium in 
the body, and restores this equilibrium when the 
body is subjected to stress. The endocrine system 
regulates many aspects of health including in utero 
development, growth and metabolism, sexual 
development and reproduction, behaviour and 
immunity (see Figure 1). 

There are around 50 different hormones found in 
the human body, including the steroid hormones 
oestrogen, progesterone and androgens. 
Oestrogens are responsible for female sexual 
development and reproduction. They are made in 
women’s ovaries and placenta during pregnancy, 
in small amounts in men’s testes, and in adrenal 
glands, the brain, and fat cells of women and men. 
There are three major forms made by women 

including 17- oestradiol, oestrone and oestriol. 
Another, oestetrol, is made during pregnancy. 

  

Progesterone is also made in the ovaries (and 
placenta) and associated with female sexual 
development and reproduction. Androgens, such 
as testosterone, are responsible for the 
development and maintenance of male sexual 
characteristics. They are made mainly in the 
testes, but also in women’s ovaries, and in adrenal 
glands of both men and women. 

Hormones circulate in the bloodstream and are 
transported to tissues and organs where they bind 
to hormone receptors (proteins) on cell surfaces, 
or inside cells, triggering a chemical signalling 
cascade which initiates essential biological 
processes. For example when oestrogen binds to a 
receptor inside a cell, it forms a hormone-receptor 
unit that moves into the nucleus, where it binds to 
DNA, and activates genes which produce proteins 
These proteins trigger cellular changes, resulting in 
oestrogen-controlled growth and development (2, 
3).  

Hormones are active at very low doses and their 
regulation is tightly controlled by the endocrine 
and central nervous systems. A healthy endocrine 
system is essential to the normal functioning of the 
human body. 

Endocrine disrupting chemicals 

Endocrine disrupting chemicals (EDCs) are 
substances that interfere with the functioning of 
the endocrine system in humans and animals, 
altering hormone action, and resulting in harm to 
the health of the individual or that of subsequent 
generations (4). EDCs can negatively impact many 
aspects of human and animal health, affecting 

An endocrine disrupting chemical is 
“an exogenous chemical, or mixture of 
chemicals, that interferes with any aspect of 
hormone action”  
 
Endocrine Society, 2012 (1) 
 

 Figure 1: Major endocrine glands and hormones 
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developmental, reproductive, neurological and 
immune system processes. They may also affect 
behaviour by affecting thyroid hormones and 
neurohormones such as dopamine, serotonin and 
endocannabinoids (5) Most EDCs are synthetic 
compounds although some, such as 
phytoestrogens found in plants, occur naturally. 

How do EDCs exert their effects? 

EDCs can change the amount of hormone 
released, altering the concentration of circulating 
hormones, interfere with hormone transport or 
hormone metabolism. Some EDCs, often with 
structurally similar to natural hormones, can bind 
to hormone receptors (6). After such binding, one 
group of EDCs, known as “mimics” or “agonists”, 
can induce the same biological processes 
associated with the hormone they mimic. In 
contrast, “antagonists” can block hormone 
receptor binding sites and prevent natural 
hormones from binding, thus blocking the 
triggering of the normal biological response.  

Some EDCs can affect gene expression without 
altering the underlying DNA sequence of the gene. 
This can cause physical changes that are passed on 
to the next generation; a process known as 
“epigenetic” modification (7). If during pregnancy 
a mother is exposed to EDCs which exert these 
effects, the child’s health may be at risk. 

The effects of exposure to EDCs in utero can 
develop much later in life, which makes it very 
hard to show definitively the association between 
EDC exposure and adverse health impacts (6).  

EDCs can act at multiple sites via multiple 
mechanisms of action (4). They are a very diverse 
group of chemicals (see Tables 1 and 2) belonging 
to many chemical classes, with greatly varied 
molecular structures. This makes it difficult to 
predict which chemicals might have endocrine 
disrupting properties.  

Where are EDCs found? 

EDCs are found in a variety of products including 
plastics, pesticides, cosmetics, food, cleaners, toys, 
clothing, paints, medical equipment, cleaning 
products, furniture, furnishings, and electronics.  

EDCs are widespread in the environment. They are 
found in rivers, estuaries, soil and air. Mostly they 
originate from human activities such as 
wastewater effluent discharge, agricultural runoff, 
landfill leaching, industrial and domestic pollution, 
and power station and car exhaust fumes. 

EDCs are commonly detected in wildlife and 
human body fluids and tissues (4, 5). For example 
BPA has been measured in human urine from 
across the world, and in blood, amniotic fluid and 
breast milk (8), PFASs have been measured in 
blood (9, 10) and phthalates are ubiquitous in 
urine (11) (see Table 1 for more details). 

EDCs enter the human body from contaminated 
food, water, and air. We also absorb them from 
personal care products through our skin and via 
exposure to soil or dust.  

Over 1400 compounds are suspected or known to 
have endocrine disrupting properties for wildlife 
or humans (12). Some of these are known to be 
detrimental to human health (5). 

 

  

Pesticides often contain endocrine disrupting chemicals 
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A number of EDCs are now banned, or their use is 
restricted. These serve as  helpful examples which 
enable scientists to study different mechanisms by 
which EDCs adversely affect human health. Many 
EDCs currently used are of particular concern. 
Examples include parabens, triclosan, and UV 
filters. Parabens (13, 14, 15) are used as 
preservatives in personal care products and 

cosmetics and in some food and medicines. 
Triclosan (16, 17, 18) is also used in some personal 
care products, household items, toys and carpets. 
UV filters (19) are used in sunscreen, some leave-
on cosmetics to prolong product life, and may be 
added to other products to reduce UV damage (for 
more details see Table 2 and the section below on 
“Oestrogen mimics and breast cancer”). 

Table 1: Some recognised EDCs, adapted from Gore et al. 2015 (5). 

Acronym/name Use Source Effects Exposure route 

ATR atrazine pesticide and herbicide contaminated water 
and soil 

liver, respiratory, nervous 
system damage 

ingestion inhalation 

BPA bisphenol A plastics and epoxy resins plastic bottles, toys, 
food can linings, till 
receipts 

reproductive, developmental, 
neurological 

ingestion inhalation 
dermal absorption 

DDT Dichloro-diphenyl-
trichloroethane 

organochlorine pesticide contaminated 
water, soil, and fish 

carcinogen, organ, nervous 
system damage 

ingestion inhalation 
dermal absorption 

DES 
diethylstilbestrol 

synthetic oestrogen, former 
anti-miscarriage pill; 
prostate cancer treatment 

contaminated water carcinogen (including breast 
cancer), teratogen 

ingestion 

EE2 
ethinyloestradiol 

synthetic oestrogen used in 
contraceptive & HRT 

contaminated water carcinogen (including breast 
cancer) brain health 

ingestion 

MXC 
methoxychlor 

organochlorine insecticide contaminated 
water, soil, and 
food 

reproductive, developmental, 
organ, nervous system 
effects 

ingestion, inhalation, 
dermal absorption 

PCBs 
Polychlorinated 
biphenyls 

organic chlorine compound 
once used widely in paint, 
electrical equipment, 
adhesives 

contaminated air 
and food, old 
electronic 
equipment 

carcinogen (including breast 
cancer), affects reproductive 
& nervous systems, thyroid, 
liver damage 

ingestion, inhalation, 
dermal absorption 

Phthalates Plasticiser used in PVC, 
plastics, flooring, personal 
care products, medical 
devices, tubing 

contaminated food 
and dust, and via 
application to skin 

carcinogen, reproductive & 
developmental effects, liver 
damage 

ingestion, inhalation, 
dermal absorption 

PFASs 
poly- and perfluoro 
alkyl substances (e.g. 
PFOA) 

Surfactants in firefighting 
foam, floor waxes, wiring, 
carpets, food wrappers, 
waterproofing & non-stick 

contaminated food, 
water, and dust 

carcinogen, developmental, 
immune system effects 

ingestion, inhalation 

TCDD 
2,3,7,8-tetrachloro-
dibenzodioxin 

dioxin associated with 
smelting, herbicide 
production, chlorine 
bleaching of paper 

occupational 
exposure, 
contaminated food 

carcinogen, endocrine, 
reproductive and immune 
system effects 

ingestion, inhalation 

Vinclozolin dicarboximide fungicide occupational 
exposure, 
contaminated food 
 

reproductive and 
neurological effects 

ingestion, inhalation, 
dermal absorption 
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Why are EDCs cause for concern? 

There is much scientific evidence that shows that 
exposure to certain EDCs can cause long term, 
irreversible damage to human health and the 
environment (4, 7, 20).  

Many EDCs are persistent organic pollutants which 
degrade very slowly. At every step along the food 
chain they become more concentrated (4). The 
detrimental effects of EDCs on wildlife are well 
documented. They include cancers, reproductive 
disorders, adrenal and bone conditions, reduced 
biodiversity, population decline, greater 
susceptibility to infection, neurotoxicity and 
thyroid problems (4). 

Research suggests that EDCs may cause adverse 
effects at extremely low levels (5, 21), although the 
scientific community is still debating this (6). 
Similar to natural hormones, EDCs may elicit “non-
monotonic” (i.e. non-linear) dose responses. This 
could mean lower levels may be more harmful 
than higher levels (4). Scientists are also concerned 
that co-exposure to multiple EDCs may cause 
additive or other unpredictable effects (22).  

Many scientists believe that the effects of long-
term human exposure to EDCs are similar to the 
well documented effects in wildlife (4). Studies 
indicate that changing trends in human health, 

including increases in hormone sensitive cancers 
such as breast cancer, may be linked to EDC 
exposures (23). 

Oestrogen, EDCs and breast cancer 

Oestrogen and breast cancer 

Oestrogen is a well-established risk factor for 
breast cancer. This is mainly because oestrogen 
encourages cells to divide more rapidly, and an 
increased rate of cell division of healthy cells 
increases the possibility of mutations occurring, 
including those that lead to breast cancer. In 
addition, some metabolites of oestrogen are 
carcinogenic, and these compounds may initiate 
breast cancer. By encouraging rapid cell division, 
oestrogen can also promote growth of existing 
breast cancer. Oestrogens can also induce 
epigenetic changes which affect expression of 
genes associated with breast cancer, e.g. they can 
turn off tumour suppressor genes, which help stop 
cells becoming cancerous (24, 25, 26, 27). 

Breast cancer risk increases with age throughout 
our lives, in part due to cumulative exposure to 
natural oestrogen produced by our bodies. 
However, the rate of increase in risk declines after 
the menopause, as oestrogen is no longer 
produced in the ovaries, although a lower level of 
production continues in fat tissues (27). 

     Table 2: Some commonly used oestrogenic EDCs that may be linked to breast cancer 

Compound or group of compounds Use  
Triclosan used as an anti-microbial agent in toothpaste, mouthwash, every day products such as liquid soaps 

and detergents, household items including chopping boards, children’s toys, and carpets 

Alkylphenols e.g. octylphenols used in the production of resins and octylphenol ethoxylates; in rubber, inks, paints; pesticides, 
plastics; the EU has banned the use and production of certain alkylphenols e.g. nonylphenol 

Bisphenols e.g. BPS, BPF, BPA used in the manufacture of polycarbonate plastics, food and drink packaging, resins that line metal 
cans, CDs, computer casings, glasses, dental sealants, medical devices and thermal till receipts 

UV filters (benzophenones, camphor derivatives, 
cinnamate derivatives) 

used in sunscreen, to preserve some personal care products and prolong the life of  

Metalloestrogens e.g. cadmium, nickel, aluminium used for different functions or may be present as contaminants; found in everyday items such as 
cosmetics and personal care products, aluminium is the active ingredient in most antiperspirants 

Flame retardants e.g. organophosphate used to Firefighting foam, furniture and furnishings, fire-resistant clothing 

Parabens e.g. methyl paraben used as preservatives in personal care products and cosmetics, including shampoos, deodorants, 
moisturisers, makeup, skin cleansing products and mouth wash, and in some food and medicines 
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Oestrogen mimics and breast cancer 

Some EDCs can mimic the hormone oestrogen. 
These EDCs are known as “oestrogenic EDCs" or 
oestrogen mimics (28). Oestrogenic EDCs can bind 
to oestrogen receptors, which are found in 
different tissues throughout the body, including 
breast tissue. Binding may initiate the expression 
of oestrogen-responsive genes which encourage 
breast epithelial cells to divide more rapidly (29). 
This is one of the ways that oestrogenic EDCs may 
increase breast cancer risk.  

The risk from exposure to oestrogenic EDCs is 
greater during times when breast tissue is 
developing; in the womb, during puberty, and 
during pregnancy (5) (see our webpage on in utero 
exposures for more information). Exposure during 
these critical periods in particular increases the 
risk of breast cancer later in life (30).  

High levels of synthetic oestrogens, including 
those used in hormone replacement therapy 
(HRT), the contraceptive pill, and DES (a treatment 
to prevent miscarriage no longer used for this 
purpose), have been shown to increase breast 
cancer risk (31, 32) (see Table 1). 

Other oestrogenic EDCs which have been linked to 
an increased risk of breast cancer include TCDD 
and PFOA (5), phthalates (33, 34), parabens (35, 
36), BPA (37, 38) and bisphenol substitutes e.g. 
BPS and BPF (39), triclosan (16, 40, 41) and 
octylphenol (40), the three main groups of UV 
filters (benzophenones, camphor derivatives and 
cinnamate derivatives) (42, 43), and a number of 
metals or “metalloestrogens”, including cadmium, 
nickel and aluminium (44, 45, 46) (see Table 2) 

Exposure to multiple EDCs simultaneously may be 
potentially more harmful than individual chemical 
exposures. One recent study (47) found when BPA, 
methyl paraben and PFOA (at levels commonly 
detected in human body fluids) were exposed to 
human breast cells grown in cell culture, the 

potentially harmful effects increased to a greater 
degree than the effects of individual exposures. 
Furthermore, the effects of the mixtures 
corresponded to three “hallmarks” or common 
traits of cancer, including increased breast cell 
proliferation, evasion of programmed cell death 
and overriding normal cell control mechanisms. 

There are a number of widely accepted tests which 
are used to determine how oestrogenic a 
substance is (48, 49; see Appendix 1 for details).  

Non-oestrogenic EDCs and breast cancer 

As EDCs are so chemically varied and can disrupt 
many different hormonal pathways, it is a 
challenge to develop methods of testing which will 
identify all EDCs. In vitro tests have been 
developed to identify EDCs that affect certain 
hormones for example oestrogens, androgens, 
progesterone and thyroid hormones. However 
more research is needed to develop a more 
comprehensive range of tests (50). 

Hormones other than oestrogen, such as 
progesterone, prolactin and testosterone, can also 
affect breast cancer risk (27). EDCs which affect 
pathways associated with these hormones may 
also affect risk. The UV filter benzophenone-3 is an 
oestrogen mimic suspected of increasing breast 
cancer. This compound is also an androgen agonist 
and affects progesterone receptor function (43).  

 

HRT contains synthetic hormones that can increase breast cancer risk 

https://www.breastcanceruk.org.uk/science-and-research/background-briefings/in-utero-exposures/
https://www.breastcanceruk.org.uk/science-and-research/background-briefings/in-utero-exposures/
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EDCs and other human diseases 

Exposure of the human population to EDCs may be 
leading to an increase in the incidence of many 
human diseases (5). This is difficult to show 
definitively, although research suggests 
associations between various suspected or 
confirmed EDCs and human illnesses or diseases. 
For example obesity, type 2 diabetes and 
cardiovascular disease have been linked to 
exposure to BPA, certain phthalates, the dioxin 
TCDD, some PFASs, some PCBs and persistent 
organic pollutants (5, 51, 52) (see Table 1).  

Female reproductive health problems, including 
early puberty, infertility, abnormal menstrual 
cycles, premature ovarian failure and menopause, 
polycystic ovary syndrome, endometriosis, 
fibroids and adverse pregnancy outcomes, have 
been linked to exposure to BPA, phthalates and 
some pesticides (5, 53). Male reproductive health 
problems, including declining sperm counts, 
increased numbers of male children born with 
genital malformations (23), testicular and prostate 
cancer and reduced fertility, have been associated 
with exposure to BPA, certain phthalates, the 
pesticide metabolite DDE, and dioxins (53, 54). 
Other possible EDC exposure effects include 
thyroid disruption, which has been linked to PCBs, 
certain flame retardants, dioxins, UV filters, 
triclosan, BPA, and phthalates (55, 56), and 
developmental, neurobehavioral and cognitive 
difficulties, which have been linked to BPA, 
organophosphate pesticides, PCBs and phthalates 
(5, 57, 58). 

The regulation of EDCs 

EDCs are regulated at the European Union level. 
The regulation of EDCs across the EU is complex 
and inconsistent. Although there has been some 
progress in recent years, EDCs continue to be used 
widely across Europe in a range of different 
products. 

Under REACH, the EU’s main chemicals regulation, 
substances with endocrine disrupting properties 
for which there is evidence of probable serious 
effects to human health or the environment 
require authorisation and/or replacement. 
However, most chemicals have not been tested for 
their endocrine disrupting properties and as a 
result very few are subject to the REACH 
authorisation procedure.  

A further complication is that currently EDCs are 
treated differently under different EU legislation. 
To introduce greater consistency, the European 
Commission developed criteria for identifying 
EDCs, which was adopted in 2018 (59).  

However, the criteria are not ideal, as the burden 
of proof required to identify a substance as an EDC 
has been set too high. Currently the criteria apply 
to EDCs used in plant protection product (PPPs) 
and biocides. The Commission is now developing a 
new EDC strategy that will cover areas such as 
toys, cosmetics, and food packaging. 

Breast Cancer UK is working with partners in 
Europe to press for a robust and comprehensive 
EDC strategy which promotes the phase out of 
potential and suspected EDCs and their 
replacement with safer alternatives. See our EDC 
Policy page for more on our work in this area. 

 

 

 

EDCs are found in a range of everyday products 

https://www.breastcanceruk.org.uk/policy-campaigns/our-policy-work/eu-policy-edcs/
https://www.breastcanceruk.org.uk/policy-campaigns/our-policy-work/eu-policy-edcs/
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Breast Cancer UK position 

• A new EDC strategy that delivers a high level of protection for human health and includes: 
 a timetable to implement EDC criteria in all relevant EU laws; 

 support for the implementation of the EU Plastics Strategy by banning EDCs in plastics; 

 the grouping of harmful chemicals with similar structures and potential uses in chemical regulation 
 to avoid regrettable substitution. 

• The extension of EU Article 60 (3) of the REACH Regulation, to ensure EDCs are, by default, classed as 
Substances of Very High Concern (SVHC), for which no safe thresholds can be determined. 

• An increase in funding for research into the environmental and chemical causes of breast cancer

 

References 

1. Zoeller R. T. et al. (2012). Endocrine-disrupting chemicals and 
public health protection: a statement of principles 
Endocrinology153(9): 4097–4110. DOI: 10.1210/en.2012-1422 

2. Cato, A. C. et al. (2002). Rapid Actions of Steroid Receptors in 

Cellular Signaling Pathways. Science’s Signal Transduction 

Knowledge Environment, 138: re9. DOI: 

10.1126/stke.2002.138.re9 

3. Hewitt, S. C. et al. (2005). Signal transduction. A new mediator 

for an old hormone? Science, 307: 1572-157 DOI: 

10.1126/science.1110345 

4. IPCS (2002). Global assessment of the state-of-the-science of 

endocrine disruptors. Geneva, Switzerland, World Health 

Organization, International Programme on Chemical Safety. 

http://www.who.int/ipcs/publications/new_issues/endocrine_d

isruptors/en/ [Accessed 25th April 2018] 

5. Gore A. C., et al. (2015). EDC-2: The Endocrine Society’s second 

scientific statement on endocrine-disrupting chemicals. 

Endocrine Reviews, 36(6): E1-E150. DOI: 10.1210/er.2015-1010 

6. Solecki, R. et al. (2017). Scientific principles for the identification 

of endocrine‑disrupting chemicals: a consensus statement. 

Archives of Toxicology, 91: 1001–1006. DOI: 10.1007/s00204-

016-1866-9 

7. Xin, F. et al. (2015). Multigenerational and transgenerational 

effects of endocrine disrupting chemicals: A role for altered 

epigenetic regulation? Seminars in Cell & Developmental 

Biology, 43: 66–75.  DOI: 10.1016/j.semcdb.2015.05.008 

8. Jalal N., et al. (2018). Bisphenol A (BPA) the mighty and the 

mutagenic. Toxicology Reports 5: 76-84. DOI: 

org/10.1016/j.toxrep.2017.12.01 

9. Eriksson U., et al. (2017). Temporal trends of PFSAs, PFCAs and 

selected precursors in Australian serum from 2002 to 2013. 

Environmental Pollution, 220(A): 168-177. DOI: 

org/10.1016/j.envpol.2016.09.036 

10. Poothong S., et al. (2017). Distribution of novel and well-known 

poly- and perfluoroalkyl substances (PFASs) in human serum, 

plasma, and whole blood. Environmental Science & Technology, 

51: 13388-13396. DOI: 10.1021/acs.est.7b03299 

11. Johns L. E., et al. (2017). Urinary BPA and phthalate metabolite 

concentrations and plasma vitamin D levels in pregnant women: 

a repeated measures analysis. Environmental Health 

Perspectives. DOI: 10.1289/EHP1178. 

12. The Endocrine Disruption Exchange [online]. Available from: 

https://endocrinedisruption.org/ [Accessed 25th April 2018]. 

13. Darbre P. D. & Harvey, P. W. (2014). Parabens can enable 

hallmarks and characteristics of cancer in human breast 

epithelial cells: a review of the literature with reference to new 

How can you reduce your risk of exposure to EDCs and breast cancer? 

There are many risk factors for breast cancer and so many actions you can take that can help reduce your 

risk. One of these is to reduce your exposure to potentially harmful chemicals including EDCs, especially 

those which can mimic oestrogen. Exposures come from many sources e.g. cosmetics and personal care 

products, plastic containers, food packaging, confectionary, tinned food, garden sprays, household cleaners, 

soft furnishings and other household items. We recommend that you get to know the names of chemicals 

to avoid, and find safer alternatives. More details are on the reduce your risk section of our website. 

https://doi.org/10.1210/en.2012-1422
https://www.ncbi.nlm.nih.gov/pubmed/12084906
https://www.ncbi.nlm.nih.gov/pubmed/12084906
https://www.ncbi.nlm.nih.gov/pubmed/15761144
https://www.ncbi.nlm.nih.gov/pubmed/15761144
http://www.who.int/ipcs/publications/new_issues/endocrine_disruptors/en/
http://www.who.int/ipcs/publications/new_issues/endocrine_disruptors/en/
https://www.ncbi.nlm.nih.gov/pubmed/26544531
https://www.ncbi.nlm.nih.gov/pubmed/27714423
https://www.ncbi.nlm.nih.gov/pubmed/27714423
https://www.ncbi.nlm.nih.gov/pubmed/26026600
https://doi.org/10.1016/j.toxrep.2017.12.013
https://doi.org/10.1016/j.toxrep.2017.12.013
https://www.sciencedirect.com/science/article/pii/S0269749116306844
https://www.sciencedirect.com/science/article/pii/S0269749116306844
https://pubs.acs.org/doi/abs/10.1021/acs.est.7b03299
https://www.ncbi.nlm.nih.gov/pubmed/28934718
https://endocrinedisruption.org/
https://www.breastcanceruk.org.uk/reduce-your-risk


UK 2 page Briefing | Flame retardants  

 

 
 8 

BCUK Background Briefing | Endocrine disrupting chemicals 

Breast Cancer UK Ltd, BM Box 7767, London, WC1N 3XX | www.breastcanceruk.org.uk | 0845 680 1322  

Charity no: 1138866 | Company Number: 7348408 

Version 2.0: 20/9/18 Next update by 20/9/21 

exposure data and regulatory status. Journal of Applied 

Toxicology, 34(9): 925-38. DOI: 10.1002/jat.3027 

14. Lillo M. A., et al. (2016). Methylparaben stimulates tumor 

initiating cells in ER+ breast cancer models. Journal of Applied 

Toxicology, 37: 417–425. DOI: 10.1002/jat.3374 

15. Engeli R. T., et al. (2017). Interference of paraben compounds 

with estrogen metabolism by inhibition of 17-hydroxysteroid 

dehydrogenases. International Journal of Molecular Science, 18. 

DOI: 10.3390/ijms18092007 

16. Dinwiddie, M. T. et al. (2014). Recent evidence regarding 

triclosan and cancer risk. International Journal of Environmental 

Research & Public Health, 11: 2209-2217.DOI: 

10.3390/ijerph110202209  

17. Wang C. F. et al. (2015). Reproductive endocrine-disrupting 

effects of triclosan: Population exposure, present evidence and 

potential mechanisms. Environmental Pollution, 206:195-201. 

DOI: 10.1016/j.envpol.2015.07.001 

18. Riad M. A., et al. (2018) Reproductive toxic impact of subchronic 

treatment with combined butylparaben and triclosan in 

weanling male rats.  Journal of Biochemical & Molecular 

Toxicology, 32(3): 22037. DOI: 10.1002/jbt.22037 

19. Rehfeld A., et al (2018). EDC IMPACT: Chemical UV filters can 

affect human sperm function in a progesterone-like manner. 

Endocrine Connections, 7(1): 16–25. DOI:  10.1530/EC-17-0156 

20. EEA (2012). Technical Report No 2/2012: The impacts of 

endocrine disrupters on wildlife, people and their environments 

The Weybridge+15 (1996–2011) report. 

https://www.eea.europa.eu/publications/the-impacts-of-

endocrine-disrupters [Accessed 25th April 2018] 

21. Teitelbaum S. L., et al. (2016). Paired serum and urine 

concentrations of biomarkers of diethyl phthalate, methyl 

paraben, and triclosan in rats. Environmental Health 

Perspectives, (124): 1. DOI:10.1289/ehp.1409586 

22. Ribeiro E., et al. (2017). EDCs Mixtures: A stealthy hazard for 

human health? Toxics, 5: 1. DOI: 10.3390/toxics5010005 

23. ECHA. Hot topics: endocrine disruptors [online]. Available from: 

https://echa.europa.eu/hot-topics/endocrine-disruptors 

[Accessed 25th April 2018]. 

24. Bhat H. K., et al. (2003). Critical role of oxidative stress in 

estrogen-induced carcinogenesis. Proceedings of the National 

Academy of Science, 100 (7): 3913-3918.  DOI: 

org/10.1073/pnas.0437929100 

25. Yager J. D. (2015). Mechanisms of estrogen carcinogenesis: The 

role of E2/E1- quinone metabolites suggests new approaches to 

preventive intervention – a review. Steroids, 99 (0 0): 56–60. 

DOI: 10.1016/j.steroids.2014.08.006 

26. Tripathi K., et al. (2017).  Detection and evaluation of estrogen 

DNA-adducts and their carcinogenic effects in cultured human 

cells using biotinylated estradiol. Molecular Carcinogenesis, 55: 

1010-1020.DOI: 10.1002/mc.22566.  

27. Travis R. C., and Key, T.J. (2003). Oestrogen exposure and breast 

cancer risk. Breast Cancer Research, 5: (5) 239-247. DOI: 

10.1186/bcr628 

28. Rachoń D., (2015). Endocrine disrupting chemicals (EDCs) and 

female cancer: informing the patients. Reviews in Endocrine and 

Metabolic Disorders, 16: 359–364. DOI: 10.1007/s11154-016-

9332-9. 

29. Shanle E. K., et al. (2011). Endocrine disrupting chemicals 

targeting estrogen receptor signaling: Identification and 

mechanisms of action. Chemical Research in Toxicology, 24(1): 

6–19. DOI: 10.1021/tx100231n. 

30. Gopalakrishnan K., et al. (2017). Changes in mammary histology 

and transcriptome profiles by low-dose exposure to 

environmental phenols at critical windows of development. 

Environmental Research, 152: 233–243. DOI: 

10.1016/j.envres.2016.10.021 

31. Beaber E. F., et al. (2014). Recent oral contraceptive use by 

formulation and breast cancer risk among women 20 to 49 

years of age. Cancer Research, 74: 15. DOI: 10.1158/0008-

5472.CAN-13-3400 

32. Jones M. E., et al. (2016). Menopausal hormone therapy and 

breast cancer: what is the true size of the increased risk? British 

Journal of Cancer, 115: 607–615. DOI: 10.1038/bjc.2016.231. 

33. Siddique S., et al. (2016). A review of the role of emerging 

environmental contaminants in the development of breast 

cancer in women. Emerging Contaminants 2: 204-219. 

DOI.org/10.1016/j.emcon.2016.12.003 

34. Parada H., et al. (2018). Urinary Phthalate Metabolite 

Concentrations and Breast Cancer Incidence and Survival 

following Breast Cancer: TheLong Island Breast Cancer Study 

Project. Environmental Health Perspectives 126(4): 047013. 

DOI: 10.1289/EHP2083. 

35. Darbre P. D. et al. (2014). Parabens can enable hallmarks and 

characteristics of cancer in human breast epithelial cells: a 

review of the literature with reference to new exposure data 

and regulatory status. Journal of Applied Toxicology, 34: 925–

938. DOI: 10.1002/jat.3027. 

36. Lillo M. A., et al. (2016). Methylparaben stimulates tumor 

initiating cells in ER+ breast cancer models. Journal of Applied 

Toxicology, 37: 417–425. DOI: 10.1002/jat.3374 

37. Gao H., et al. (2015). Bisphenol A and hormone-associated 

cancers: current progress and perspectives. Medicine, 94(1): 

211. 94: 1. DOI: 10.1097/MD.0000000000000211. 

38. Zhang X. L., et al. (2016). Bisphenol A increases the migration 

and invasion of triple-negative breast cancer cells via oestrogen-

related receptor gamma. Basic & Clinical Pharmacology & 

Toxicology, 119: 389–395. DOI: 10.1111/bcpt.12591. 

39. Rochester J. R., et al. (2015). Bisphenol S and F: a systematic 

review and comparison of the hormonal activity of bisphenol A 

substitutes. Environmental Health Perspectives, 123: 7. DOI: 

10.1289/ehp.1408989. 

40. Lee H. R., et al. (2014). Progression of breast cancer cells was 

enhanced by endocrine- disrupting chemicals, triclosan and 

octylphenol, via an estrogen receptor-dependent signaling 

pathway in cellular and mouse xenograft models. Chemical 

Research in Toxicology, 2014: (27) 834−842. DOI: 

10.1021/tx5000156. Epub 2014 Apr 8. 

41. Lee H. M., et al. (2017). Diverse pathways of epithelial 

mesenchymal transition related with cancer progression and 

metastasis and potential effects of endocrine disrupting 

chemicals on epithelial mesenchymal transition process. 

Molecular & Cellular Endocrinology, 457: 103-113. DOI. 

org/10.1016/j.mce.2016.12.026 

42. Wang J., et al. (2016). Recent advances on endocrine disrupting 

effects of UV filters. International Journal of Environmental 

https://www.ncbi.nlm.nih.gov/pubmed/25047802
https://www.ncbi.nlm.nih.gov/pubmed/27581495
https://www.ncbi.nlm.nih.gov/pubmed/28925944
https://www.ncbi.nlm.nih.gov/pubmed/24566048
https://www.ncbi.nlm.nih.gov/pubmed/24566048
https://www.ncbi.nlm.nih.gov/pubmed/26184583
https://www.ncbi.nlm.nih.gov/pubmed/29350491
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC5744631/
https://www.eea.europa.eu/publications/the-impacts-of-endocrine-disrupters
https://www.eea.europa.eu/publications/the-impacts-of-endocrine-disrupters
https://ehp.niehs.nih.gov/1409586/
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC5606671/
https://echa.europa.eu/hot-topics/endocrine-disruptors
http://www.pnas.org/content/100/7/3913
http://www.pnas.org/content/100/7/3913
https://www.ncbi.nlm.nih.gov/pubmed/25159108
https://www.ncbi.nlm.nih.gov/pubmed/27597267
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC314432/
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC314432/
https://www.ncbi.nlm.nih.gov/pubmed/26831296
https://www.ncbi.nlm.nih.gov/pubmed/26831296
https://www.ncbi.nlm.nih.gov/pubmed/21053929
https://www.ncbi.nlm.nih.gov/pubmed/27810681
https://www.ncbi.nlm.nih.gov/pubmed/27810681
https://www.ncbi.nlm.nih.gov/pubmed/25085875
https://www.ncbi.nlm.nih.gov/pubmed/25085875
https://www.ncbi.nlm.nih.gov/pubmed/27467055
https://www.sciencedirect.com/science/article/pii/S2405665016300361
file:///C:/Users/BCUK05/Desktop/New%20EDC%20brief/Background%20brief%20after%20scientific%20evaluation/047013.%20doi:%2010.1289/EHP2083
https://www.ncbi.nlm.nih.gov/pubmed/25047802
https://www.ncbi.nlm.nih.gov/pubmed/27581495
https://www.ncbi.nlm.nih.gov/pubmed/25569640
https://www.ncbi.nlm.nih.gov/pubmed/27038254
https://www.ncbi.nlm.nih.gov/pubmed/25775505
https://www.ncbi.nlm.nih.gov/pubmed/25775505
https://www.ncbi.nlm.nih.gov/pubmed/24684733
https://www.ncbi.nlm.nih.gov/pubmed/24684733
https://www.sciencedirect.com/science/article/pii/S0303720716305494?via%3Dihub
https://www.sciencedirect.com/science/article/pii/S0303720716305494?via%3Dihub


UK 2 page Briefing | Flame retardants  

 

 
 9 

BCUK Background Briefing | Endocrine disrupting chemicals 

Breast Cancer UK Ltd, BM Box 7767, London, WC1N 3XX | www.breastcanceruk.org.uk | 0845 680 1322  

Charity no: 1138866 | Company Number: 7348408 

Version 2.0: 20/9/18 Next update by 20/9/21 

Research & Public Health, 13(8): 782 DOI: 

10.3390/ijerph13080782 

43. La Plante C. D., et al. (2018). Oxybenzone alters mammary gland 

morphology in mice exposed during pregnancy and lactation. 

Journal of the endocrine society 2(8): 903-921. DOI: 

10.1210/js.2018-0024. 

44. Aquino N. B. et al. (2012). The role of cadmium and nickel in 

estrogen receptor signaling and breast cancer: metalloestrogens 

or not? Journal of Environmental Science and Health, Part C, 

30:189–224, 2012. DOI: org/10.1080/10590501.2012.705159 

45. Darbre P. D., (2006). Environmental oestrogens, cosmetics and 

breast cancer. Best Practice & Research Clinical Endocrinology & 

Metabolism, Vol. 20: (1) 121–143. DOI: 

10.1016/j.beem.2005.09.007 

46. Gray, J. M., et al. (2017). State of the evidence 2017: an update 

on the connection between breast cancer and the environment. 

Environmental Health, 16:94. DOI: 10.1186/s12940-017-0287-4 

47. Dairkee, et al. (2018). A Ternary Mixture of Common Chemicals 

Perturbs Benign Human Breast Epithelial Cells More Than the 

Same Chemicals Do Individually. Toxicological Sciences kfy126 

1–14. DOI: 10.1093/toxsci/kfy126 

48. Scrimshaw M. D., et al. (2004). In-vitro assays for determination 

of oestrogenic activity. Analytical & Bioanalytical Chemistry, 

378: 576–581. DOI: org/10.1007/s00216-003-2227-0 

49. Soto A., et al. (1995). DDT, endocrine disruption and breast 

cancer. Nature Reviews Endocrinology, 11(9): 507–508. DOI: 

10.1038/nrendo.2015.125 

50. Day P., (2018). Endocrine Disruption: Current approaches for 

regulatory testing and assessment of plant protection products 

are fit for purpose. Toxicology Letters 296: 10-22. DOI: 

10.1016/j.toxlet.2018.07.011 

51. Le Magueresse-Battistoni B., et al. (2018). Effects of bisphenol A 

on metabolism and evidences of a mode of action mediated 

through endocrine disruption. Molecular and Cellular 

Endocrinology, pii: S0303-7207(18)30069-8. DOI: 

10.1016/j.mce.2018.02.009. 

52. Triosi R., et al. (2017). A prospective cohort study of prenatal 

diethylstilbestrol exposure and cardiovascular disease risk. 

Journal of Clinical Endocrinology & Metabolism, 103(1): 206–

212. DOI: 10.1210/jc.2017-01940. 

53. Sifakis S., et al. (2017). Human exposure to endocrine disrupting 

chemicals: effects on the male and female reproductive 

systems. Environmental Toxicology & Pharmacology, 51: 56–70. 

DOI: 10.1016/j.etap.2017.02.024. Epub 2017 Mar 6 

54. Garcia J., et al. (2017). Association of reproductive disorders and 

male congenital anomalies with environmental exposure to 

endocrine active pesticides. Reproductive Toxicology, 71: 95–

100. DOI: 10.1016/j.reprotox.2017.04.011. 

55. Krause M., et al. (2018). Maternal exposure to UV filters: 

associations with maternal thyroid hormones, IGF-I/IGFBP3 and 

birth outcomes. Endocrine Connections, 7: 334–346. DOI: 

10.1530/EC-17-0375. Epub 2018 Jan 23. 

56. Molehin D. et al. (2016). Prenatal exposures to multiple thyroid 

hormone disruptors: effects on glucose and lipid metabolism. 

Journal of Thyroid Research, 2016: 14pp DOI: 

10.1155/2016/8765049. Epub 2016 Feb 17. 

57. Preciados, M., et al. (2016). Estrogenic endocrine disrupting 

chemicals influencing NRF1 regulated gene networks in the 

development of complex human brain diseases. International 

Journal of Molecular Sciences, 17: 1–62. DOI: 

10.3390/ijms17122086 

58. Moosa A., et al. (2017). Are endocrine disrupting compounds 

environmental risk factors for autism spectrum disorder? 

Hormones and Behavior, pii: S0018-506X(17)30356-2. DOI: 

10.1016/j.yhbeh.2017.10.003 

59. European Commission. Endocrine disruptors: Process to set 

scientific criteria to identify endocrine disruptors [online]. 

https://ec.europa.eu/health/endocrine_disruptors/process_en 

[Accessed 25th April 2018]

Thanks to Dr Michael Antoniou and Dr Robin Mesnage for reviewing this document 

Breast Cancer UK works to save lives and reduce breast cancer rates by tackling the environmental and chemical causes of the 
disease. 

For further information on how harmful chemicals may be linked to breast cancer and full references please visit our website 
www.breastcanceruk.org.uk 

To receive a large text version of this publication, please contact Breast Cancer UK. 

Disclaimer 

This work in no way claims to be a comprehensive treatment of the subject of all chemicals or risk factors associated with breast cancers.  
Breast Cancer UK has used all reasonable endeavours to ensure that the content of this leaflet is correct at the time of publishing but no 
warranty is given to that effect nor any liability accepted for any loss or damage arising from the use of the information in this leaflet. 

Breast Cancer UK 2018 (all rights reserved) 

BM Box 7767, London, WC1N 3XX 

info@breastcanceruk.org.uk 

Twitter @BreastCancer_UK 

Facebook breastcanceruk 

www.breastcanceruk.org.uk 

Breast Cancer UK Reg. Charity no.: 1138866 Reg. Company no. 7348408 

Last updated September 20 2018 (Version 2.0)   

We welcome your feedback, if you have any 

comments or suggestions about this leaflet 

please contact us at info@breastcanceruk.org.uk 

or on 0845 680 1322  

https://www.ncbi.nlm.nih.gov/pmc/articles/PMC4997468/
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC4997468/
https://www.ncbi.nlm.nih.gov/pubmed/30057971
https://www.ncbi.nlm.nih.gov/pubmed/30057971
https://www.tandfonline.com/doi/abs/10.1080/10590501.2012.705159
https://www.ncbi.nlm.nih.gov/pubmed/16522524
https://www.ncbi.nlm.nih.gov/pubmed/16522524
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC5581466/
https://academic.oup.com/toxsci/advance-article/doi/10.1093/toxsci/kfy126/5017246
https://link.springer.com/article/10.1007%2Fs00216-003-2227-0
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC4667778/
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC4667778/
https://www.ncbi.nlm.nih.gov/pubmed/30006252
https://www.ncbi.nlm.nih.gov/pubmed/30006252
https://www.ncbi.nlm.nih.gov/pubmed/29481862
https://www.ncbi.nlm.nih.gov/pubmed/29481862
https://www.ncbi.nlm.nih.gov/pubmed/29069384
https://www.ncbi.nlm.nih.gov/pubmed/28292651
https://www.ncbi.nlm.nih.gov/pubmed/28479404
https://www.ncbi.nlm.nih.gov/pubmed/29362228
https://www.ncbi.nlm.nih.gov/pubmed/29362228
https://www.ncbi.nlm.nih.gov/pubmed/26989557
https://www.ncbi.nlm.nih.gov/pubmed/26989557
https://www.ncbi.nlm.nih.gov/pubmed/27983596
https://www.ncbi.nlm.nih.gov/pubmed/27983596
https://www.ncbi.nlm.nih.gov/pubmed/29042182
https://www.ncbi.nlm.nih.gov/pubmed/29042182
https://ec.europa.eu/health/endocrine_disruptors/process_en
http://www.breastcanceruk.org.uk/
mailto:info@breastcanceruk.org.uk


UK 2 page Briefing | Flame retardants  

 

 
 10 

BCUK Background Briefing | Endocrine disrupting chemicals 

Breast Cancer UK Ltd, BM Box 7767, London, WC1N 3XX | www.breastcanceruk.org.uk | 0845 680 1322  

Charity no: 1138866 | Company Number: 7348408 

Version 2.0: 20/9/18 Next update by 20/9/21 

 

Appendix 1 Oestrogenicity tests 

Substances suspected of being oestrogenic EDCs can be tested for their ability to mimic oestrogen 

(oestrogenicity). There are widely accepted tests (assays) which are used to determine a substance’s level 

of oestrogenicity (48). These include tests using rodents (rodent uterotrophic assays), and a range of in vitro 

tests on cells grown under laboratory conditions. Oestrogen receptor binding assays measure the ability of 

a substance to bind to oestrogen receptors, and compare this to the binding with natural oestrogen 

(expressed as the relative binding affinity); cell proliferation assays, also known as the E screen (49), 

measure an increase in the number of oestrogen-sensitive human breast cancer cells on exposure to the 

test chemical; and reporter gene assays measure the ability of the test chemical to stimulate the first stage 

of oestrogen-receptor-dependent gene expression, which influences a cell’s function. These tests are 

replicated using oestrogen (normally 17- oestradiol), and with no addition of either oestrogen or the 

chemical being tested, and results compared with the chemical addition test. Many of the in vitro tests use 

oestrogen receptor positive human breast cancer cells because they are especially sensitive to oestrogen 

and other oestrogenic substances. Although these tests use breast cancer cells, tests are not specifically 

designed to test if a substance could cause breast cancer directly.  


