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Abstract 
Objective: To summarize evidence regarding the toxic potential of administering parabens-
containing cosmetics in humans. Methods: The systematic review followed the methodology 
proposed in Preferred Reporting Items for Systematic Reviews and Meta-Analyzes (PRISMA). 
Electronic searches of the PubMed, Virtual Health Library (BVS), and Science Direct databases were 
performed between October 1st and 31st, 2018. No language restriction was determined. Original 
articles reporting observational, in vitro and in silico studies of toxicity caused by parabens in 
human or human cells were considered for eligibility. Two independent reviewers performed data 
extraction and assessed the methodological quality and risk of bias of articles by using the Downs 
& Black Scale. Score levels greater than 70% were assumed to reflect good methodological quality. 
The Kappa coefficient was calculated. Results: A total of 254 studies were found. Following the 
eligibility evaluation, 22 studies were included for the qualitative synthesis. The concordance 
between the reviewers was substantial (Kappa coefficient = 0.650). The meaningful reported 
outcomes were: high concentrations of parabens in the body; apoptosis damage to sperm DNA; 
oxidative stress; DNA damage; irritative potential; interference in the control of adipogenesis; 
estrogenic activity; genotoxicity; necrosis; role in carcinogenesis of breast cancer; harmful effects 
on human skin when exposed to the sun; stimulation of oncogenes expression; and interference 
with DNA transcription. Despite most included articles presenting appreciable methodological 
quality, remarkable limitations were observed and the mechanisms by which parabens exert 
toxicity on humans remained unclear. Conclusions: The accumulation of parabens in the human 
organism following repeated cosmetics administration on the skin is noteworthy. However overall, 
the evidence so far does not make it possible to determine whether, and in what extent, the use 
of paraben-containing cosmetics can disturb human health. Further investigations are still 
required for clarifying these issues. 
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INTRODUCTION 

Parabens are esters derived from parahydroxybenzoic acid used as preservatives in the 
manufacture of several cosmetic, pharmaceutical and food products1. The parabens class of 
preservatives was introduced in the 1920s due to their broad spectrum of action against fungi, 
yeasts, and bacteria; remarkable compatibility with several raw materials; a wide range of pH 
and temperature stability; affordability; regulatory acceptance; and the need of low 
concentrations to exert antimicrobial effects, i.e., from 0.01 up to 0.3%2. 

Such class includes methyl, ethyl, propyl, butyl, pentyl, phenyl and benzylparabens. 
Methylparaben and propylparaben have been the first-choice preservative in cosmetic 
formulations, as they provide a synergistic and advantageous effect together with their 
attractive physicochemical properties (e.g. appreciable solubility in both aqueous and oily 
media). Due to these features, there are reports of their use in approximately 42% and 35% 
of products, respectively. The preservative properties of parabens are driven by a structure-
activity relationship, and vary according to the extent of the carbon chain i.e., the greater the 
number of carbons and the length of the chain, the greater the antimicrobial activity, the 
greater lipophilicity, and the lower solubility in water3,4. 

The Brazilian determinations on cosmetics allow a maximum concentration of 0.4% 
expressed as individual acid and 0.8% expressed as acid for mixtures of salts or esters5. The 
European Union considers it safe to use at a concentration of 0.4% for individual acid or 0.8% 
when used in combination, however, considering propylparaben and butylparaben, the sum 
of their individual concentrations should not exceed 0.14%6. Long-chain parabens 
(isopropylparaben, isobutylparaben, phenylparaben, benzylparaben and pentylparaben) are 
banned in Europe7. In Japan, up to 1% of total paraben is tolerated for any cosmetic product8. 
In contrast, the US Food and Drug Administration (FDA) does not have specific standards 
applied exclusively to preservatives in cosmetics. Hence, they do not undergo approval before 
entering into the market9. 

From a safety point of view, typically the parabens incorporated in cosmetics do not lead 
to allergic reactions, and the majority of sensitizing reactions are due to the use of such 
products in previously injured skin. Even in the light of this low allergenic potential, there is 
growing concern regarding the estrogenic and endocrine disrupting activity caused by 
parabens. Despite the estrogenic activity in vivo and in vitro being considered weak, repeated 
exposures may lead to endocrine disruption and cancer development10-12. 

Recently, a study has shown that butylparaben is toxic to human trophoblastic cells, acting 
in the inhibition of cell proliferation, induction of apoptosis, and endoplasmic reticulum stress. 
Therefore, childbearing age women are easily exposed when using cosmetics; butylparaben 
may trigger problems related to early placental development13. 

A recent study has shown that exposure to parabens is related to metabolic changes and 
an increased risk of metabolic disorders in pregnant women. The results indicated that 
exposure to parabens in early pregnancy was associated with purine metabolism, beta-
oxidation of fatty acids, metabolism of tryptophan and other pathways that were altered by 
parabens. Eighteen and three metabolites were correlated with exposure levels of 
methylparaben and propylparaben, respectively14. 

To date there is no consensus regarding the toxicity of parabens following topical 
administration of cosmetics on humans, which reflects the broad differences in the 
acceptance range for these chemicals in the cosmetics marketed worldwide, and sheds light 
on a great public health concern. Motivated by the large cosmetics consumption in Brazil and 
abroad, we report in this paper a systematic literature review of the toxic potential of the use 
of parabens as preservatives in cosmetic products. 
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MATERIALS AND METHODS 

Study design 
A systematic review of the scientific literature was conducted according to the methodology 

proposed in Preferred Reporting Items for Systematic reviews and Meta-Analyses – PRISMA15. 

Guiding question and definition of “PICOS” 
The following guiding question was defined: “What are the toxic effects of parabens in 

cosmetics?” For the construction of the systematic review and elaboration of the guiding 
question the strategy of PICOS was used, being: “P” (population), humans or human cells; “I” 
(intervention), parabens-containing cosmetics; C (comparator), without comparison; “O” 
(outcome), toxic effects, side-effects, adverse reactions; “S” (study type), observational and 
experimental studies (in vitro and in silico). 

Database and search strategy 
The PubMed, Virtual Health Library (BVS), and Science Direct databases were accessed. The 

searches were performed by two authors (DFR/ GCSA) between October 1st and 31st, 2018. For 
all databases, the searches were conducted in the “advanced search” interface. The search 
terms were combined using the boolean logic terms ‘OR’ and ‘AND’. The search strategy in 
Pubmed was: ((((“Parabens”[MeSH Terms]) OR ((4-Hydroxybenzoic Acids) OR 
(4 Hydroxybenzoic Acids) OR (para-Hydroxybenzoic Acids) OR (para Hydroxybenzoic Acids)))) 
AND ((“toxicity [Subheading]”) OR ((toxic potential) OR (margin of safety)))) AND 
((“Cosmetics”[MeSH Terms]) OR ((Care Product*, Personal) OR (Personal Care Product*) OR 
(Product*, Personal Care))). For both BVS and Science Direct, the search strategy was 
“Parabens” AND “toxicity” AND “cosmetics”. 

Additional Analyzes 
A manual search was also performed in the list of references of the included articles 

throughout the search for eligible publications, since they could not have been identified in 
the selection of the studies (gray literature). The authors of the unavailable articles were 
contacted twice by e-mail, through which access to these articles was requested. 

Eligibility criteria 
The inclusion criteria for the selection of articles were observational studies (performed in 

humans), experimental studies (in vitro), computational simulation studies (in silico), published 
up to September 30th, 2018. No language restriction was imposed. The starting date of the 
collection was not restricted, since the aim was to recover the maximum number of articles 
dealing with the toxicity of parabens. Reviews, comments, expert opinions, letters to the 
editor, supplements, conference abstracts, dissertations, editorials, theses, and studies on 
animals or on animal cells were excluded. The exclusion reasons were allocated into the 
following categories: wrong drug, wrong population, wrong study design, wrong publication 
type, and wrong outcomes. 

Studies selection 
The search and selection of articles were performed independently by two authors (DFR/ 

GCSA). Initially, duplicate articles were deleted. Subsequently, the titles related to the topic 
were evaluated and those that were not related to the subject were excluded. Afterwards, a 
detailed reading of the abstracts of the remaining articles was conducted, in order to select 
those that approached the proposed subject. Abstracts that did not address the topic in 
question were excluded. Thenceforward, articles were read in full, and those that were within 
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the inclusion criteria were inserted as search results. If there were any disagreements 
between the two authors, a third author was involved when necessary, to make the final 
decision. The Kappa coefficient16 was determined to assess the degree of agreement between 
the two evaluators (DFR/ GCSA). In this pursuit, we considered a 95% confidence interval and 
used the Stata 11.0 software package (StataCorp LLC, Texas, USA). 

Quality assessment 

The Downs and Black Scale17 was used in the analysis of quality and risk of bias. This is a 
scale which includes items that assess internal and external validity, reporting standards, and 
power of the studies. Such tool is considered prompt, useful, and can be used either to assess 
the quality of original or primary source research articles, as well as to synthesize evidence 
from quantitative studies. The “Checklist for Measuring Quality” contains 27 ‘yes’ or 'no’ 
questions distributed in five sections concerning: i) reporting (n = 10; questions 1 – 10) – the 
overall quality of the study; ii) external validity (n = 3; questions 11 – 13) – the ability to 
generalize findings of the study; iii) internal validity / bias (n = 7; questions 14 – 20) – to assess 
bias in the intervention and outcome measure(s); iv) internal validity / confounding and 
selection bias (n = 6; questions 21 – 26) – to determine bias from sampling or group 
assignment; and v) power of the study (n = 1; question 27) – to determine if findings are due 
to chance. 

Herein, for observational studies in humans, five items from clinical trials were excluded, 
therefore, 22 items were evaluated (i.e., questions 1 – 13, 16 – 18, 20 – 22, 26 and 27). For 
in vitro and in silico studies, 15 specific items for studies performed in human populations 
were excluded, thus 12 items were considered for scoring (i.e., questions 1, 2, 5 – 7, 10, 16 – 
18, 20, 25 and 27). In all cases, for a study to be individually considered as having good 
methodological quality, the sum of scores should be ≥ 70% of the total scores of evaluated 
items. The quality assessment was performed independently by two researchers (DFR / GCSA), 
and divergences between assessments were resolved by consensus between a third 
researcher. 

Data extraction 

After applying search criteria, the selected studies were arranged in electronic 
spreadsheets, and the data extracted from each study were: author and year, country, 
objectives, design, substance and / or cosmetic, and toxic effect caused by paraben. Moreover, 
the authors critically analyzed all the included papers and where described, the limitations 
were collected and summarized in the review. Data were divided into (i.e., Tables I and II), 
corresponding to human studies (observational) and in vitro / in silico studies. 

RESULTS 

A total of 254 studies were found. The total of articles resulting from the research in each 
database can be seen in Figure 1, which also summarizes the numbers and motivations for 
exclusion of the papers in each step of this review. Throughout the eligibility evaluation, the 
degree of agreement between the two researchers was considered substantial (good 
agreement) since the Kappa coefficient was 0.65016. Full analysis of these articles revealed 
that 22 studies fulfilled the inclusion criteria. From the selected articles, twelve were available 
in the Pubmed database, eight in BVS, one in Science Direct, and one was selected through 
search references of included studies. 
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Figure 1- Flowchart of record selection based on PRISMA guideline (Moher et al.15). 

The characteristics of the 22 studies included in the review are shown in Table I and II. From 
the analyzed studies, 31.8% (n = 7) were performed in humans, 63.6% (n = 14) were performed 
in vitro and 4.6% (n = 1) was performed in silico. 

The publication time span of studies was between 2004 and 2018. The majority of the 
studies, 54.6% (n = 12), were published in the last seven years before the completion of the 
search. Regarding the country, the United States had the greatest number of published 
studies (n = 6), followed by Sweden, Poland, United Kingdom (UK), China (n = 2); and Denmark, 
Norway, India, Japan, France, Brazil, Romania and Germany (n = 1). From the included papers, 
95.5% (n = 21) were published in the English language and 4.5% (n = 1) in Polish. 

Concerning the methodological quality of the articles, of the seven studies in humans 
included (Table I), 85.7% (n = 6) presented scores greater than 16 points, with a response rate 
above 70%. They were therefore considered of great methodological quality according to the 
Downs and Black17 score. 

Considering the included studies performed in vitro (n = 14), 71.4% (n = 10) had a response 
rate greater than 70% (Table II). The other studies were considered well elaborated, however, 
as they were in vitro and in silico studies they had lower scores in some items evaluated, 
namely: description of the main confounding factors and possible adverse effects; 
characteristics of included and excluded patients; representative sample of the majority of 
the population; description of unplanned analyzes at baseline; adequate primary statistical 
analysis; and tests over the same period of time. No study was excluded due to 
methodological quality. 

As displayed in Figure 2, the most prevalent parabens reported were methylparaben 
(90.9%), followed by butylparaben (86.4%), propylparaben (72.7%), ethylparaben (54.5%), 
benzylparaben (27.3%), isobutylparaben (18.2%), isopropylparaben (9.1%), and pentylparaben 
and phenylparaben (4.5%). 
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FIGURE 2: Prevalence of investigations with several parabens used in cosmetics according to a 

systematic literature review. 

TABLE I: Characteristics of observational studies with humans included (n = 7). 

STUDY METHODS RESULTS 

Author/ Year/ 
Country Objectives 

Type of study 
(Quality 

assessment *) 

Substance and / 
or cosmetic 

Toxic effects of 
paraben 

Limitation of 
the study 

Tefre de Renzy-
Martin et al.18/ 

2014/ Denmark 

Describe the 
exposure of 
parabens to 

pregnant women 
in order to assess 
potential risks to 

the fetus 

Cohort study  
(17 points) 

methylparaben, 
ethylparaben, 

propylparaben, 
butylparaben, 

benzylparaben, 
isobutylparaben, 
isopropylparaben 

No toxic effects 
were observed, 

only the presence 
of paraben 

metabolites in 
most of the 

analyzed urine 
samples 

The toxicological 
risk assessments 
do not take into 

account the 
simultaneous 
exposures to 

parabens, 
potentially 

underestimating 
the true 

cumulative risk to 
the fetus 

Larsson et al.19/ 
2014/ Sweden 

To estimate the 
exposure of 
parabens, 
phthalates, 

bisphenol A and 
triclosan in 

Swedish mothers 
and their 

children, and 
investigate 
potential 

predictors of 
exposure 

Transversal study 
(17 points) 

Make ups, lotions, 
sunscreens, and 
mouthwashes 

containing: 
methylparaben, 
ethylparaben, 

propylparaben, 
butylparaben, 
benzylparaben 

No toxic effects 
were observed, 

but methyl, ethyl, 
propyl and 

butylparabens 
were found in a 

greater 
proportion in the 
urine samples of 
mothers than in 

the urine samples 
of the children 

The number of 
participants and 
exposure factors 
reported in the 
questionnaire 

limited statistical 
power. A single 
urine sample 

would reasonably 
represent a 

person exposed 
over time 

Scinicariello and 
Buser20/ 2016/ 

USA 

To examine the 
association of 
bisphenol A, 

benzophenone 3, 
Triclosan, and 

Transversal study 
(17 points) 

methylparaben, 
propylparaben 

The use of 
parabens in 
children and 

adolescents did 
not alter serum 

The use of the 
single spot 

measurements of 
exposure is a 

limitation of this 
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STUDY METHODS RESULTS 

parabens, with 
serum levels of 

total testosterone 
in children and 

adolescents 

levels of total 
testosterone 

study. There may 
also have been 

other 
confounding 

factors that they 
did not control for 
in their analyses, 

including 
exposure to other 

environmental 
chemicals that 
are potentially 

anti-androgenic, 
such as 

phthalates. 

Sandanger et al.21/ 
2011/ Norway 

To evaluate the 
levels of 

parabens in the 
plasma of women 
and to investigate 

a possible 
connection to the 
use of personal 

products 

Cohort study (15 
points) 

methylparaben, 
ethylparaben, 

propylparaben, 
butylparaben, 
benzylparaben 

Great plasma 
concentrations in 

women 
associated with 

daily use of 
different 

cosmetics 

The 
questionnaire 

was not applied 
during the same 

period of 
collection of 

blood samples, so 
it is unlikely to 
know which 

women applied 
the products on 

the day of 
collection, and it 

is difficult to 
correlate these 

data 

Kiec-Swierczynska 
et al.22 2006/ 

Poland 

To evaluate the 
type of allergy to 

preservatives 
contained in 

cosmetics 

Cohort study (16 
points) 

methylparaben, 
ethylparaben, 

propylparaben, 
butylparaben 

Parabens were 
the components 
contained in the 

formulations with 
the lowest 
allergenic 
capacity 

Not applicable 

Meeker et al.23/ 
2011/ USA 

To assess the 
relationship 

between urine 
paraben 

concentrations 
and markers of 

the male 
reproductive 

system 

Cohort study (18 
points) 

methylparaben, 
propylparaben, 
butylparaben 

No evidence of 
the relationship 

between 
parabens in urine 

and hormone 
levels or semen 

quality was 
found, only 

butylparaben was 
associated with 

sperm DNA 
damage 

Availability of only 
one blood or 

semen sample 
for the evaluation 

of hormone 
levels, semen 
quality, and 
sperm DNA 

damage. 

Buttke et al.24/ 
2012/ USA 

To evaluate the 
relationship 

between paraben 
exposure and the 
menarche age in 

adolescents 

Transversal study 
(17 points) 

methylparaben, 
propylparaben, 
butylparaben, 
ethylparaben 

The exposures to 
parabens were 
not significantly 
associated with 
the menarche 

age 

Questionnaire 
data were self-
reported and 

might be subject 
to 

misclassification. 
Exposures 

analyzed at a 
single time point 

Quality assessment: * Downs and Black Scale – 21 scoring items 

TABLE I: Continued... 
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TABLE II: Characteristics of in vitro (n = 14) and in silico (n = 1) studies included. 

STUDY METHODS RESULTS 

Author/ Year/ 
Country Objectives 

Type of study 
(Quality 

assessment *) 

Substance and 
/ or cosmetic 

Toxic effects of 
paraben 

Limitation of 
the study 

Dubey et al.25/ 
2017/ India 

To assess the 
antimicrobial 
efficacy and 

photochemical 
mechanism of 
methylparaben 
under exposure 
to UVB radiation 

In vitro 
experiments 

with E. coli 
culture for 

antibacterial 
activity, 

photocytotoxicit
y assay, 

oxidative stress 
and apoptosis 

study, and 
photogenotoxici

ty analysis  
(8 points) 

methylparaben 

Photodegraded 
methylparaben 

can lose its 
preservation 

properties and 
lead to oxidative 

stress, DNA 
damage, and 

apoptosis 

Not applicable 

Sonnenburg  
et al.26/ 2014/ 

Germany 

To assess the 
irritant and 
sensitizing 
potential of 

preservatives 
that have come 

into contact 
with the skin 

through in vitro 
tests 

In vitro 
experiment with 

co-culture of 
human 

keratinocytes 
and allogeneic 
dendritic cells 
(DC-rc); flow 
cytometric 

analysis of the 
DC-rc CD86 
maturation 

marker. 
(9 points) 

methylparaben, 
ethylparaben, 

propylparaben, 
isopropylparabe
n butylparaben, 
isobutylparaben
, pentylparaben, 
benziparaben, 
phenylparaben 

Methyl, ethyl, 
propyl and 

isopropylparabe
n were found to 

be weak 
sensitizers; 

butyl, isobutyl, 
pentyl and 

benzylparaben 
were found to 

be strong 
sensitizers; 

phenylparaben 
was classified as 

a mild 
sensitizer. 

Regarding the 
irritative 

potential, only 
phenylparaben 
was considered 

irritant 

Potential lack of 
metabolic 

transformation 
of parabens 

with long side 
chains in the 

test used 

Darbre et al.27/ 
2004/ UK 

To assess 
whether 

parabens can 
be found in 

human 
mammary 
tissue with 

tumor 

Analysis of 
human breast 
tumors by high 
pressure liquid 
chromatograph

y followed by 
tandem mass 

spectrometry (9 
points) 

methylparaben, 
ethylparaben, 

propylparaben, 
butylparaben, 

benzylparaben, 
isobutylparaben 

Accumulation of 
parabens in 

human breast 
tissue with 

tumor 

Low availability 
of material for 
analysis. There 
was no analysis 
of parabens in 
normal tissue, 

making it 
impossible to 

determine 
differences 
between 

normal and 
carcinogenic 

tissues 

Hu et al.28 2012/ 
China 

To assess the 
effects of 

parabens on the 
conversion of 
multipotent 

In vitro 
experiments 

with cell culture, 
induction of 
adipocyte 

methylparaben, 
ethyl paraben, 
butylparaben, 

propylparaben, 
benzylparaben 

The results 
suggest that 

parabens may 
interfere with 

The molecular 
mechanisms in 

which the 
parabens act on 

the 
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STUDY METHODS RESULTS 

stromal cells 
derived from 

human adipose 
tissue 

differentiation, 
and treatment 
with parabens 

(9 points) 

the control of 
adipogenesis 

adipogenesis 
in vitro were not 

delineated 

Wrobel and 
Gregoraszczu29/ 

2014/ Poland 

To characterize 
the 

mechanisms 
involved in the 

proliferative 
activity of breast 
cancer cells and 
to evaluate the 
expression of 

cell cycle 
regulatory 

genes when 
exposed to 
parabens 

In vitro studies 
with MCF-7 and 
MCF-10A cells 

exposed to 
parabens and 
17βestradiol; 

real-time 
polymerase 

chain reaction 
evaluation and 

protein 
expression by 
Western blot  

(9 points) 

methylparaben, 
butylparaben, 
propylparaben 

Methylparaben 
and 

butylparaben 
had no effect on 
the expression 

of selected 
apoptotic genes 
in breast cancer 

cells. 
Propylparaben 
increased both 
extrinsic and 

intrinsic 
apoptosis 

Not applicable 

Gomez et al.30/ 
2005/ France 

To investigate 
the estrogenic 

effects of 
substances 

added in 
cosmetic 

formulations 

In vitro 
experiment 

using three cell 
lines: HELN, 

HELN ERα and 
HELN ERβ; 
analysis of 
estrogenic 
activity in 
relation to 

estrogen α and 
β receptors (ERα 

and ERβ) 
(7 points) 

butylparaben, 
propylparaben, 
ethylparaben, 

methylparaben 

Estrogenic 
activity of ethyl, 
propyl and n-

butylparaben in 
the cell lines 

tested. 
Methylparaben 
had estrogenic 

activity only 
above 10-5 M 

HELN cells have 
limited 

sensitivity for 
substance 
testing at 

concentrations 
below 10-4 M 

Carvalho et al.31/ 
2012/ Brazil 

To assess and 
compare in vitro 

studies of 
apoptosis, 

necrosis, and 
potential 

inducer of 
genotoxicity of 
different types 

of preservatives 

In vitro 
experiments 

were carried out 
on human 

dermal 
fibroblasts by a 

quantitative 
flow cytometry 
method, using 

specific cell 
markers 
(8 points) 

propylparaben 
and 

methylparaben 

Parabens 
caused 

genotoxicity, 
necrosis and 
apoptosis in a 
concentration 

dependent 
manner in the 

tested cells 

Did not clarify 
the biochemical, 

physiological 
and cell death 
mechanisms 
induced by 
parabens in 

association with 
their clinical 
relevance 

Zhang et al.32/ 
2013/ China 

To evaluate the 
activities related 

to parabens, 
salicylates, and 
benzoates via 
competitive 
antagonistic 

binding on the 
human 

estrogen 
receptor 

Nuclear 
receptor 

coactivator 
recruitment test 

in vitro; 
evaluation of 

liaison activities 
of parabens via 

competitive 
antagonist 
binding to 

human 
estrogen-

related 

ethylparaben, 
methyparaben, 
propylparaben, 
butylparaben, 
benzylparaben 

Parabens may 
play some role, 

through 
estrogen 

receptors, in 
breast cancer 

carcinogenesis 

Not applicable 

TABLE II: Continued... 
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STUDY METHODS RESULTS 

receptorγ (ERRγ) 
(7 points) 

Pop et al.33 2016/ 
Romania 

To evaluate by 
in vitro tests the 
antiandrogenic 
and androgenic 

activity of 
preservative 
additives for 

individual 
compounds and 
binary mixtures 

In vitro 
experiments on 

MDA-kb2 cell 
line; evaluation 
of the individual 
and combined 

(of binary 
mixtures) (anti) 

androgenic 
effects (9 points) 

butylparaben 

None of the 
compounds 

showed 
androgenic 
activity and 

butylparaben 
proved to 

possess weak 
antiandrogenic 

effect 

Need for EC50 or 
IC50 and Hill 

equation from 
the individual 

tests for all 
compounds. 
There is no 

possibility of 
predicting 

effects of the 
mixtures if a 

compound does 
not induce any 
effect on the 

test range 
concentration 

Hu et al.34 2017/ 
USA 

To investigate 
the effects of 

methylparaben 
and 

butylparaben 
on the 

differentiation 
of stem cells 

into adipocytes, 
chondrocytes, 
or osteoblasts 

In vitro 
experiment 

modulated by 
C3H10T1 / 2 

cells, 
adipogenic, 

osteogenic, and 
chondrogenic 
differentiation 

(9 points) 

methylparaben, 
butylparaben 

Butylparaben 
markedly 
promoted 
adipogenic 

differentiation 
but suppressed 
osteogenic and 
chondrogenic 
differentiation, 

while 
methylparaben 
had similar but 

less 
pronounced 

effects 

The study used 
a fixed dose of 
parabens for 

most of its tests. 
The level of 
parabens 

detected in 
humans 

depends on 
age, gender, 
and ethnicity, 

probably 
reflecting the 
frequency of 

exposure 

Handa et al.35/ 
2006/ Japan 

To investigate 
the effects of 
exposure to 
sunlight on 

keratinocytes 
treated with 

methylparaben 

In vitro 
experiment on 

human skin 
keratinocytes 
treated with 

methylparaben; 
in this study, 

effects of 
exposure to 
ultraviolet B  

(9 points) 

methylparaben 

Methylparaben 
may cause 

harmful effects 
to human skin 
when exposed 

to sunlight. 

Not applicable 

Pan et al.36/ 
2016/ USA 

To investigate 
the hypothesis 

that the 
estrogenic 

potency of the 
parabens can 
be increased 
through the 
epidermal 

growth factor 
receptor ligands 

In vitro 
experiment; 

Real-time PCR, 
Western blots, 
flow cytometry, 
and chromatin 

immunoprecipit
ation assays on 
human BT-474 
ERα and HER2-
positive breast 

cancer cells.  
(10 points) 

butylparaben, 
methylparaben, 
ethylparaben, 
propylparaben 

Epidermal 
growth factor 

receptor 
binders 

increased the 
potency of 

butylparaben by 
stimulating the 
expression of 

oncogenes and 
the cell 

proliferation of 
breast cancer 
in vitro via the 

To determine 
whether there is 
potentiation of 

oncogenes 
expression in 
the ligands of 
the epidermal 

growth factor by 
parabens in 

normal breast 
cells 

TABLE II: Continued... 
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STUDY METHODS RESULTS 

estrogen 
receptor 

Cowan-Ellsberry 
and Robison3 

2009/ USA 

To portray the 
aggregate 

exposure of 
parabens using 
standard data of 

use and non-
use of products, 

dermal 
penetration, 

and metabolism 

Study of 
aggregate 

exposure to 
parabens (9 

points) 

Lotions and 
body creams, 

face mask, 
makeup, lipstick, 

facial serum, 
eye area cream, 

shampoo, 
conditioner and 

makeup 
remover, 

containing: 
methylparaben, 
ethylparaben, 

propylparaben, 
butylparaben 

Methylparaben 
and aggregated 

exposures of 
propylparaben 

contributed 
more 

significantly to a 
cumulative 
exposure. 

Butylparaben 
had aggregate 

exposure 
inferior to the 

estimated 
aggregate 

exposure to the 
other parabens 

Did not 
consider dermal 

absorption or 
metabolism of 

individual 
parabens and 

whether 
formulations of 

cosmetic 
products could 
affect dermal 
absorption 

Charles and 
Darbre37/ 2013/ 

UK 

To investigate to 
what extent the 
proliferation of 
breast cancer 
cells can be 

increased by the 
exposure of 

parabens 

In vitro 
experiment with 
MCF-7 human 
breast cancer 

cells exposed to 
parabens  
(9 points) 

methylparaben, 
ethyl paraben, 
propylparaben, 
butylparaben, 

isobutylparaben 

Parabens 
isolated or in 
combination 

were present in 
breast tissue at 
concentrations 

sufficient to 
stimulate the 

proliferation of 
breast cancer 

cells 

No parabens 
levels were 

measured in 
normal tissue to 

determine if 
there were 
differences 
between 

normal and 
carcinogenic 
breast tissue 

Manzetti38, 2018 
Sweden 

To evaluate a 
possible 

interaction of 
butylparaben 

with DNA 

In silico study  
(6 points) 

butylparaben 

Butylparaben 
may interfere 

with 
transcription 

and DNA-
related 

mechanisms, 
forming non-

covalent 
interactions 

with DNA. The 
probability of a 

strong 
intercalation 

with DNA is low 

Fine tuning of 
DNA restricts 

the formation of 
binding 

complex and 
impairs the 

stability of the 
molecule. This 

relationship 
between the 

effects of DNA 
positioning may 

limit the 
intercalation 

energy 

Quality assessment: * Downs and Black Scale –12 scoring items 

Abbreviations: EC50: concentration of a compound to which 50% of the effect is observed; IC50: average inhibition of 
a compound (50% inhibition); UVB: ultraviolet B radiation; DNA: desoxyribonucleic acid; M: molar 

Most of the articles (31.8%) did not find toxic effects caused by the parabens3,18-20,22,24,33. The 
most reported toxic effects were the high concentration of parabens in breast tissue with 
tumor (9.1%)27,37 and apoptosis (3.6%)25,29,31. The other effects evidenced were the high 
concentrations of parabens in the body21, damage to sperm DNA23, oxidative stress25, DNA 
damage25, irritative potential26, interference in the control and differentiation of 
adipogenesis28,34, estrogenic activity30, genotoxicity31, necrosis31, role in breast cancer 

TABLE II: Continued... 
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carcinogenesis32, harmful effects on human skin when exposed to the sun35, stimulation of 
oncogenes expression36, and interference in DNA transcription38. 

DISCUSSION 
One of the great challenges of cosmetic conservation is the choice of safe and effective 

preservatives. This systematic review reports that there are few conclusive studies on the 
toxicity of parabens, explained by some factors such as a) the majority were conducted in vitro 
or in silico, making difficult a conclusive relation to humans, despite their quality; b) a wide 
diversity of substances evaluated; and c) diversity of toxic effects described. 

The main route of exposure to parabens was dermal and only 4% of the aggregate 
exposure was from parabens in foodstuff. Estimates of aggregate exposure to parabens were 
less than 10 mg/kg/day. Methyl, propyl, and ethylparaben are present in 0.04% to 0.35% of 
the cosmetics and represent 74%, 75% and 70% of the aggregate exposure to parabens, 
respectively. Butylparaben was detected at very low concentrations after dermal use of 
cosmetics4. 

Topical allergic reactions to parabens are uncommon, ranging from 0.2 to 1.2%22,39,40. 
Fransway et al.41 advocate that preservatives can be used safely in cosmetic formulations for 
application on the whole skin, since the possibility of allergy of contact is rare. Furthermore, 
significant plasma concentrations of parabens have been described after topical 
administration of hand cream, body lotion, and face cream with the repetitive use of these 
products increasing exposure42,43. 

For undergoing transdermal absorption, chemicals and drugs are supposed to equilibrate 
several physicochemical properties, i.e. (i) modest molecular weight (MW up to 500 Da); 
(ii) balanced lipophilicity (log octanol–water partition coefficient}, log P, ideally around 2 to 3); 
(iii) significant solubility in both oil and water; and (iv) be mostly in non-ionized form44. Most 
parabens satisfy those requirements such as methyl, ethyl, propyl and butylparaben45,46. 

Hence it is reasonable to consider that once administered through cosmetics, such 
parabens have prospects for breaching the lipophilic stratum corneum and resorption into 
the aqueous central compartment of systemic circulation. These features, together with that 
fact that vehicles (or co-vehicles) and botanical oils often used in the design of cosmetic 
formulations are assumed to enhance the permeability coefficients of methyl, ethyl, propyl 
and butylparaben45, may support the trends observed for the plasmatic levels of these 
preservatives and cumulative effect in the body. Besides the effects of intrinsic 
physicochemical properties in the permeation of parabens, it would be of great relevance for 
future work devoted to predict and determine the role of other formulation aids with 
recognized permeation enhancement properties (e.g., moisturizers, surfactants, flavoring, 
etc.) in the bioavailability of these chemicals. 

Moreover, skin integrity is a crucial issue concerning transdermal drug absorption44, so that 
the injuries that skin could undergo day by day such as sun exposure, chemical peeling, 
depilation, friction, stetic treatments (e.g., infrared, sonophoresis and iontophoresis, etc.) may 
also contribute to favor the permeation of parabens through the skin following the exposure 
to cosmetics over a long time spam. 

Concerning the hypothesis of sexual hormones or sperm alterations, Scinicariello and 
Buser20 observed no significant relationship with serum levels of total testosterone by children 
and adolescents using total parabens (methylparaben and propylparaben). In animal models, 
exposed orally to parabens, no effects caused by methyl and ethylparaben47-49 were observed, 
whereas propyl and butylparaben were associated with somewhat toxic effects, such as 
variations in spermatogenesis and dose-dependent reduction of serum levels of testosterone 
and activity-related estrogenic effects48,49. Conversely, in a similar investigation47, the results 
did not express modifications for butylparaben. In an animal model, when exposed to 
butylparaben, sperm DNA methylation was observed in mitosis and post meiosis50. According 
to Buttke et al.24, parabens were not significantly associated with the age of menarche in 
adolescents. However, James-Todd et al.51 demonstrated the association between early 
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menarche and use of hair products before 13 years of age, but did not specify the ingredients 
involved. Therefore, sexual hormones or sperm alterations documentation seems to be poor 
related to parabens, and a slight evidence of butylparaben alteration should be investigated. 

In the evaluation of the risks to the fetus of women exposed to parabens, despite the 
presence of parabens in plasma and urine of women or in the newborn, none of the parabens 
were consistently associated with maternal diseases or risk for fetal development18,19,52,53. The 
analyzes were not conclusive and more studies will be needed to characterize a more 
comprehensive scenario in relation to exposure while in the uterus. 

Some studies have related the use of parabens in cosmetics with the presence of these 
compounds in breast tumor, which may not determine the cause of the disease but may be 
pre-conditions in its advance25,28,52,54,55. Darbre et al.27, quantified methylparaben in 62% of 
tumors, at the mean concentration of 100 ng/g tissue. In vitro tests found that parabens 
activated estrogen receptors and that the activity increased with the size of the alkyl chain as 
described in trials with breast cancer cells30. Although parabens are considered estrogens in 
the environment, they are converted to parahydroxybenzoic acid, which is not an estrogenic 
substance56. 

In agreement with Pop et al.33, by means of an androgen receptor mediated transcriptional 
activity assay, Chen et al.57 found that at concentrations between 10−3 and 10 μM (1.0 nM to 
10 μM), p-hydroxybenzoic acid and its derivatives revealed no androgenicity; and no 
statistically significant inhibition of the transcriptional activity of testosterone was detected 
for p-hydroxybenzoic acid, the major paraben metabolite. In contrast, at the highest 
concentrations tested (10 μM), methyl-, butyl- and propyl-4-hydroxybenzoate significantly 
inhibited the transcriptional activity of testosterone by 40%, 33%, and 19%, respectively 
(P<0.05). 

It is noteworthy that when paraben-related activities were assessed via competitive 
antagonist binding on the human estrogen receptor, the results showed that they behaved as 
an inverse antagonist on the activities of the estrogen receptor, which may be an inducer of 
the development of breast cancer and a pharmacologic antagonist to tamoxifen32. It was 
found that human epidermal growth factor receptor (HER) increased the estrogenic capacity 
of butylparaben by increasing the expression of oncogenes and the proliferation of MCF-7 
cells by means of estrogen receptor36. Although it was considered estrogenic, butylparaben 
was considered 10,000-fold less potent than estrogen58. Therefore there is a lot of evidence 
showing the estrogenic properties of parabens, but claims of carcinogenic activities are less 
argued in the literature and no human studies have certified these biological effects as 
relevant59. 

By using human dermal fibroblasts, it has been possible to analyze some cytotoxic 
mechanisms triggered by parabens and other preservatives. The parabens tested induced 
necrosis in 65% of the cells and apoptosis in 95%, when at the concentration of 1%, and in 
smaller concentrations, necrosis and apoptosis decreased. Methylparaben caused 
genotoxicity in 0.8% of cells at all concentrations and propylparaben 1.5% in the presence of 
parabens (1%)31. According to Martín et al.60, propylparaben caused changes in cellular 
proliferation values, but not in cell viability, and led to DNA breaks. These effects confirm that 
oxidative damage is implied by the cytostatic effect on the cultured cells. 

An in silico approach showed that butylparaben bound the terminal part of the DNA with 
20% probability, which resulted in a stable binding energy with DNA, estimated to be 80 to 
300 times weaker than the positive control, benzopyrene, considered to be a carcinogen38. 
However, there is evidence pointed out by other authors that parabens interact with the Golgi 
complex and potentially with DNA61. 

Regarding the effects on adipocyte differentiation, parabens have been shown to modulate 
and activate glucocorticoid receptors, which are involved in the mechanism of adipogenesis28. 
The adipogenic potential increases as the length of the linear chain increases and the 
presence of an aromatic ring further increases adipogenic capacity. Butyl and benzylparaben, 
besides having the most notable adipogenic effects, caused toxicity when used in the 
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concentration of 100 μM in the cells tested. Hu et al.34 have presented results in agreement 
with these previous findings. 

Handa et al.35 investigated the effects of methylparaben at concentrations ranging from 
0.003% to 0.3%. It was observed that at concentrations of 0.003% there was no effect on the 
cell viability of keratinocytes exposed to sunlight, but at higher concentrations the cell viability 
significantly decreased in 6 h, demonstrating that the harmful effect is dose and time 
dependent. Similarly, Dubey et al.25 demonstrated that methylparaben presented time-
dependent photodegradation and reduced its antimicrobial activity by 40%. 

Despite the great relevance of the findings reported by the included articles, there were 
several remarkable limitations in their methodological designs, which definitely impair the 
robustness of most of their conclusions. Assessing the studies for the quality of their findings 
is within the main strengths of a systematic review over traditional narrative reviews. This may 
provide a more precise estimate of a treatment effect and explain heterogeneity between the 
results of individual studies62. Accordingly, it may guide defining limits of what is known and 
unknown and helps to formulate hypotheses for further investigation. For example, even with 
these findings it was not possible to describe a mechanism of toxicity to the parabens, and 
further studies would be required. 

Overall, the conflicting results obtained, and the limitations of the studies performed so 
far, do not make it possible to draw an accurate answer to the guiding question of this review. 
There remain many inquiries to be clarified and research to be completed, since there are 
insufficient supporting studies on the toxicity of parabens to patient health. In turn, this issue 
exposes a great gap to be solved by upcoming generations of pharmaceutical scientists. 

Consumers’ concerns regarding the safety and toxicity of cosmetics are genuine and 
understandable. From a market point of view, as long researchers do not move forward to 
obtain high-level scientific evidence as regards the safety of parabens, this may increasingly 
shift prescriber and consumer preferences for paraben-free products. In practice, by reading 
this report patients may increase their empowerment concerning the issues involved in the 
self-care process. Also, prescribers, health surveillance agents, and cosmetics manufacturers 
are invited to be aware and much more conscious of this uncertain and challenging scenario. 
Finally, regardless of the composition, the safety and quality of cosmetics must be utmost 
sought and achieved, rather than only market share and financial gain. 

CONCLUSION 

This work gathers, summarizes, and critically analyses scientific evidence as regards the 
risks for human health following the exposure to parabens used in cosmetics. There is 
evidence that after being repeatedly applied on the skin, parabens can permeate, reach the 
systemic circulation and accumulate in the human organism. However, it is still premature to 
determine whether the use of paraben-containing cosmetics must be avoided or 
contraindicated for humans. Considering the worldwide market growth trends for cosmetics 
and the prevalence of using parabens in their composition, addressing responses to this issue 
remains crucial to assure rational use of these products and to promote human health and 
wellbeing. Therefore, the immediate, conscious, and systematic toxicological evaluation of 
these products is fully justified. 

ACKNOWLEDGMENTS 

We thank the Federal University of São João del-Rei (UFSJ), Dona Lindu Center – West 
Campus (CCO) for infrastructure and institutional support. The present work was carried out 
with the support of the Coordination of Improvement of Higher Education Personnel – Brazil 
(CAPES) – Financing Code 001. 



Can parabens be added to cosmetics without posing a risk to human health? A systematic review of its toxic effects 

 

Rev Ciênc Farm Básica Apl. 2021;42:e706 15/18 

REFERENCES 
1. Masten SA. Butylparaben review of toxicological literature. Washington, DC: U.S Department of 

Health and Human Services; 2005. p. 1-64. 

2. Tavares AT, Pedriali CA. Use of parabens in cosmetics and its estrogenic action on mammary tissue 
cancer induction. Rev Multidiscip Saúde. 2011;6(3):61-74. 

3. Cowan-Ellsberry CE, Robison SH. Refining aggregate exposure: example using parabens. Regul 
Toxicol Pharmacol. 2009;55(3):321-9. http://dx.doi.org/10.1016/j.yrtph.2009.08.004. 
PMid:19686794. 

4. Snodin D. Regulatory risk assessments: is there a need to reduce uncertainty and enhance 
robustness? Update on propylparaben in relation to its EU regulatory status. Hum Exp Toxicol. 
2017;36(10):1007-14. http://dx.doi.org/10.1177/0960327117718042. PMid:28695774. 

5. Brasil Agência Nacional de Vigilância Sanitária. Resolução RDC nº 29, de 01 de junho de 2012. 
Aprova o Regulamento Técnico Mercosul sobre "Lista de Substâncias de Ação Conservante 
permitidas para Produtos de Higiene Pessoal, Cosméticos e Perfumes" e dá outras providências. 
Diário Oficial da União; Brasília. [cited 2018 Jun 25]. Available from: < 
http://portal.anvisa.gov.br/documents/10181/3285739/RDC_29_ 2012_.pdf/c74fbb1a-c98b-4899-
81ae-7ad9e18d807e 

6. European Parliament and Council of European Union. Regulation (EC) no 1223/2009 of the 
European Parliament and of the Council of 30 November 2009 on cosmetic products. J Eur Union. 
2009;342:59-209. 

7. European Commission. European Union. Commission. Regulation (EU)No 358/2014 of 9 April 2014, 
amending annexes II and V to Regulation (EC) No 1223/2009 of the European Parliament and of the 
Council on Cosmetic Products. [cited 2020 Jun 24]. Available from:< https://eur-lex.europa.eu/legal 
content/EN/TXT/PDF/?uri=CELEX:32014R0358&from=EN> 

8. Brausch JM, Rand GM. A review of personal care products in the aquatic environment: 
environmental concentrations and toxicity. Chemosphere. 2011;82(11):1518-32. 
http://dx.doi.org/10.1016/j.chemosphere.2010.11.018. PMid:21185057. 

9. FDA [Internet]. Parabens in Cosmetics. Silver Spring, MD: FDA; 2018 [cited 04 Jul 2018]. Available 
from: 
http://www.fda.gov/cosmetics/productsingredients/ingredients/ucm128042.htm?rel=outbound 

10. Darbre PD, Harvey PW. Paraben esters: review of recent studies of endocrine toxicity, absorption, 
esterase and human exposure, and discussion of potential human health risks. J Appl Toxicol. 
2008;28(5):561-78. http://dx.doi.org/10.1002/jat.1358. PMid:18484575. 

11. Sasseville D, Alfalah M, Lacroix JP. “Parabenoia” Debunked, or “Who’s Afraid of Parabens?”. 
Dermatitis. 2015;26(6):254-9. http://dx.doi.org/10.1097/DER.0000000000000147. PMid:26551603. 

12. Yim E, Baquerizo Nole KL, Tosti A. Contact dermatitis caused by preservatives. Dermatitis. 
2014;25(5):215-31. http://dx.doi.org/10.1097/DER.0000000000000061. PMid:25207684. 

13. Yang C, Lim W, Bazer FW, Song G. Butyl paraben promotes apoptosis in human trophoblast cells 
through increased oxidative stress-induced endoplasmic reticulum stress. Environ Toxicol. 
2018;33(4):1-10. http://dx.doi.org/10.1002/tox.22529. PMid:29319206. 

14. Zhao H, Zheng Y, Zhu L, Xiang L, Zhou Y, Li J, Fang J, Xu S, Xia W, Cai Z. Paraben exposure related to 
purine metabolism and other pathways revealed by mass spectrometry-based metabolomics. 
Environ Sci Technol. 2020;54(6):3447-54. http://dx.doi.org/10.1021/acs.est.9b07634. 
PMid:32101413. 

15. Moher D, Liberati A, Tetzlaff J, Altman DG, and the PRISMA Group. Preferred Reporting Items for 
Systematic Reviews and Meta-Analyses: the PRISMA Statement. Int J Surg. 2010;8(5):336-41. 
http://dx.doi.org/10.1016/j.ijsu.2010.02.007. PMid:20171303. 

16. Landis JR, Koch GG. The measurement of observer agreement for categorical data. Biometrics. 
1977;33(1):159-74. http://dx.doi.org/10.2307/2529310. PMid:843571. 

17. Downs SH, Black N. The feasibility of creating a checklist for the assessment of the methodological 
quality both of randomised and non-randomised studies of health care interventions. J Epidemiol 
Community Health. 1998;2(6):377-84. http://dx.doi.org/10.1136/jech.52.6.377. PMid:9764259. 

18. Tefre de Renzy-Martin K, Frederiksen H, Christensen JS, Kyhl HB, Andersson AM, Husby S, Barington 
T, Main KM, et al. Current exposure of 200 pregnant Danish women to phthalates, parabens and 

 

https://doi.org/10.1016/j.yrtph.2009.08.004
https://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=19686794&dopt=Abstract
https://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=19686794&dopt=Abstract
https://doi.org/10.1177/0960327117718042
https://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=28695774&dopt=Abstract
https://doi.org/10.1016/j.chemosphere.2010.11.018
https://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=21185057&dopt=Abstract
https://doi.org/10.1002/jat.1358
https://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=18484575&dopt=Abstract
https://doi.org/10.1097/DER.0000000000000147
https://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=26551603&dopt=Abstract
https://doi.org/10.1097/DER.0000000000000061
https://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=25207684&dopt=Abstract
https://doi.org/10.1002/tox.22529
https://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=29319206&dopt=Abstract
https://doi.org/10.1021/acs.est.9b07634
https://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=32101413&dopt=Abstract
https://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=32101413&dopt=Abstract
https://doi.org/10.1016/j.ijsu.2010.02.007
https://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=20171303&dopt=Abstract
https://doi.org/10.2307/2529310
https://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=843571&dopt=Abstract
https://doi.org/10.1136/jech.52.6.377
https://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=9764259&dopt=Abstract


Can parabens be added to cosmetics without posing a risk to human health? A systematic review of its toxic effects 

 

Rev Ciênc Farm Básica Apl. 2021;42:e706 16/18 

phenols. Reproduction. 2014;147(4):443-53. http://dx.doi.org/10.1530/REP-13-0461. 
PMid:24282315. 

19. Larsson K, Ljung Björklund K, Palm B, Wennberg M, Kaj L, Lindh CH, Jönsson BA, Berglund M. 
Exposure determinants of phthalates, parabens, bisphenol A and triclosan in Swedish mothers and 
their children. Environ Int. 2014;73:323-33. http://dx.doi.org/10.1016/j.envint.2014.08.014. 
PMid:25216151. 

20. Scinicariello F, Buser MC. Serum testosterone concentrations and urinary Bisphenol A, 
Benzophenone-3, Triclosan, and Paraben Levels in Male and Female Children and Adolescents: 
NHANES 2011-2012. Environ Health Perspect. 2016;124(12):1898-904. 
http://dx.doi.org/10.1289/EHP150. PMid:27383665. 

21. Sandanger TM, Huber S, Moe MK, Braathen T, Leknes H, Lund E. Plasma concentrations of 
parabens in postmenopausal women and self-reported use of personal care products: The NOWAC 
postgenome study. J Expo Sci Environ Epidemiol. 2011;21(6):595-600. 

22. Kiec-Swierczynska M, Krecisz B, Swierczynska-Machura D. Contact allergy to preservatives 
contained in cosmetics. Med Pr. 2006;57(3):245-9. PMid:17125030. 

23. Meeker JD, Yang T, Ye X, Calafat AM, Hauser R. Urinary concentrations of parabens and serum 
hormone levels, semen quality parameters, and sperm DNA damage. Environ Health Perspect. 
2011;119(2):252-7. http://dx.doi.org/10.1289/ehp.1002238. PMid:20876036. 

24. Buttke DE, Sircar K, Martin C. Exposures to endocrine-disrupting chemicals and age of menarche in 
adolescent girls in NHANES (2003-2008). Environ Health Perspect. 2012;120(11):1613-8. 
http://dx.doi.org/10.1289/ehp.1104748. PMid:23124194. 

25. Dubey D, Chopra D, Singh J, Srivastav AK, Kumari S, Verma A, Ray RS. Photosensitized methyl 
paraben induces apoptosis via caspase dependent pathway under ambient UVB exposure in 
human skin cells. Food Chem Toxicol. 2017;108(Pt A):171-85. 
http://dx.doi.org/10.1016/j.fct.2017.07.056. PMid:28764904. 

26. Sonnenburg A, Schreiner M, Stahlmann R. Assessment of the sensitizing potency of preservatives 
with chance of skin contact by the loose-fit coculture-based sensitization assay (LCSA). Arch Toxicol. 
2015; 89(12):.2339-2344. 

27. Darbre PD, Aljarrah A, Miller WR, Coldham NG, Sauer MJ, Pope GS. Concentrations of parabens in 
human breast tumours. J Appl Toxicol. 2004;24(1):5-13. http://dx.doi.org/10.1002/jat.958. 
PMid:14745841. 

28. Hu P, Chen X, Whitener RJ, Boder ET, Jones JO, Porollo A, Chen J, Zhao L. Effects of parabens on 
adipocyte differentiation. Toxicol Sci. 2012;131(1):56-70. http://dx.doi.org/10.1093/toxsci/kfs262. 
PMid:22956630. 

29. Wrobel AM, Gregoraszczuk EL. Differential effect of methyl-, butyl- and propylparaben and 17β-
estradiol on selected cell cycle and apoptosis gene and protein expression in MCF-7 breast cancer 
cells and MCF-10A non-malignant cells. J Appl Toxicol. 2014;34(9):1041-50. 
http://dx.doi.org/10.1002/jat.2978. PMid:24481588. 

30. Gomez E, Pillon A, Fenet H, Rosain D, Duchesne MJ, Nicolas JC, Balaguer P, Casellas C. Estrogenic 
activity of cosmetic components in reporter cell lines: parabens, UV screens, and musks. J Toxicol 
Environ Health. 2005;68(4):239-51. http://dx.doi.org/10.1080/15287390590895054. PMid:15799449. 

31. Carvalho CM, Menezes PFC, Letenski GC, Praes CE, Feferman IH, Lorencini M. In vitro induction of 
apoptosis, necrosis and genotoxicity by cosmetic preservatives: application of flow cytometry as a 
complementary analysis by NRU. Int J Cosmet Sci. 2012;34(2):176-82. 
http://dx.doi.org/10.1111/j.1468-2494.2011.00698.x. PMid:22118339. 

32. Zhang Z, Sun L, Hu Y, Jiao H, Hu J. Inverse antagonist activities of parabens on human oestrogen-
related receptor γ (ERRγ): in vitro and in silico studies. Toxicol Appl Pharmacol. 2013;270(1):16-22. 
http://dx.doi.org/10.1016/j.taap.2013.03.030. PMid:23583298. 

33. Pop A, Drugan T, Gutleb AC, Lupu D, Cherfan J, Loghin F, Kiss B. Individual and combined in vitro 
(anti)androgenic effects of certain food additives and cosmetic preservatives. Toxicol In Vitro. 
2016;32:269-77. http://dx.doi.org/10.1016/j.tiv.2016.01.012. PMid:26812027. 

34. Hu P, Overby H, Heal E, Wang S, Chen J, Shen C, Zhao L. Methylparaben and butylparaben alter 
multipotent mesenchymal stem cell fates towards adipocyte lineage. Toxicol Appl Pharmacol. 
2017;329:48-57. http://dx.doi.org/10.1016/j.taap.2017.05.019. PMid:28527915. 

https://doi.org/10.1530/REP-13-0461
https://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=24282315&dopt=Abstract
https://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=24282315&dopt=Abstract
https://doi.org/10.1016/j.envint.2014.08.014
https://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=25216151&dopt=Abstract
https://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=25216151&dopt=Abstract
https://doi.org/10.1289/EHP150
https://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=27383665&dopt=Abstract
https://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=17125030&dopt=Abstract
https://doi.org/10.1289/ehp.1002238
https://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=20876036&dopt=Abstract
https://doi.org/10.1289/ehp.1104748
https://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=23124194&dopt=Abstract
https://doi.org/10.1016/j.fct.2017.07.056
https://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=28764904&dopt=Abstract
https://doi.org/10.1002/jat.958
https://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=14745841&dopt=Abstract
https://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=14745841&dopt=Abstract
https://doi.org/10.1093/toxsci/kfs262
https://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=22956630&dopt=Abstract
https://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=22956630&dopt=Abstract
https://doi.org/10.1002/jat.2978
https://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=24481588&dopt=Abstract
https://doi.org/10.1080/15287390590895054
https://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=15799449&dopt=Abstract
https://doi.org/10.1111/j.1468-2494.2011.00698.x
https://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=22118339&dopt=Abstract
https://doi.org/10.1016/j.taap.2013.03.030
https://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=23583298&dopt=Abstract
https://doi.org/10.1016/j.tiv.2016.01.012
https://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=26812027&dopt=Abstract
https://doi.org/10.1016/j.taap.2017.05.019
https://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=28527915&dopt=Abstract


Can parabens be added to cosmetics without posing a risk to human health? A systematic review of its toxic effects 

 

Rev Ciênc Farm Básica Apl. 2021;42:e706 17/18 

35. Handa O, Kokura S, Adachi S, Takagi T, Naito Y, Tanigawa T, Yoshida N, Yoshikawa T. Methylparaben 
potentiates UV-induced damage of skin keratinocytes. Elsevier Toxicology. 2006;227(1-2):62-72. 
http://dx.doi.org/10.1016/j.tox.2006.07.018. PMid:16938376. 

36. Pan S, Yuan C, Tagmount A, Rudel RA, Ackerman JM, Yaswen P, Vulpe CD, Leitman DC. Parabens 
and Human Epidermal Growth Factor Receptor Ligand Cross-Talk in Breast Cancer Cells. Environ 
Health Perspect. 2016;124(5):563-9. http://dx.doi.org/10.1289/ehp.1409200. PMid:26502914. 

37. Charles KA, Darbre PD. Combinations of parabens at concentrations measured in human breast 
tissue can increase proliferation of MCF-7 human breast cancer cells. J Appl Toxicol. 2013;33(5):390-
8. http://dx.doi.org/10.1002/jat.2850. PMid:23364952. 

38. Manzetti S. Bonding of Butylparaben, Bis (2-ethylhexyl)-phthalate, and Perfluorooctanesulfonic Acid 
to DNA: Comparison with Benzo[a]pyrene Shows Low Probability for Strong Noncovalent DNA 
Intercalation. Chem Res Toxicol. 2018;31(1):22-36. 
http://dx.doi.org/10.1021/acs.chemrestox.7b00265. PMid:29185724. 

39. Soni MG, Burdock GA, Taylor SL, Greenberg NA. Burdock Ga, Taylor Sl, Greenberg NA. Safety 
assessment of propyl paraben: a review of the published literature. Food Chem Toxicol. 
2001;39(6):513-32. http://dx.doi.org/10.1016/S0278-6915(00)00162-9. PMid:11346481. 

40. Uter W, Hegewald J, Aberer W, Ayala F, Bircher AJ, Brasch J, Coenraads PJ, Schuttelaar ML, Elsner P, 
Fartasch M, et al. The European standard series in 9 European countries, 2000/2000 – First results 
of the European Surveillance Systemon Contact Allergies. Contact Dermat. 2005;53(3):136-45. 
http://dx.doi.org/10.1111/j.0105-1873.2005.00673.x. PMid:16128752. 

41. Fransway AF, Fransway PJ, Belsito DV, Yiannias JA. Paraben Toxicology. Dermatitis. 2019;30(1):32-
45. http://dx.doi.org/10.1097/DER.0000000000000428. PMid:30570577. 

42. Ishiwatari S, Suzuki T, Hitomi T, Yoshino T, Matsukuma S, Tsuji T. Effects of methyl paraben on sky 
keratinocites. J Appl Toxicol. 2007;27(1):1-9. http://dx.doi.org/10.1002/jat.1176. PMid:17186576. 

43. Janjua N, Mortensen GK, Andersson AM, Kongshoj NE, Wulf HC. Systemic uptake of diethyl 
phthalate, dibutyl phthalate, and butyl paraben following whole-body topical application and 
reproductive and thyroid hormone levels in humans. Environ Sci Technol. 2007;41(15):5564-70. 
http://dx.doi.org/10.1021/es0628755. PMid:17822133. 

44. Wiedersberg S, Guy RH. Transdermal drug delivery: 30+ years of war and still fighting! J Control 
Release. 2014;190:150-6. http://dx.doi.org/10.1016/j.jconrel.2014.05.022. PMid:24852092. 

45. Mbah CJ. Studies on the lipophilicity of vehicles (or co-vehicles) and botanical oils used in cosmetic 
products. Pharmazie. 2007;62(5):351-3. PMid:17557742. 

46. The Drug Bank Database. [Internet]. [cited  31 Mar 2019]. Available from: 
https://www.drugbank.ca/ 

47. Hoberman AM, Schreur DK, Leazer T, Daston GP, Carthew P, Re T, Loretz L, Mann P. Lack of effect 
of butylparaben and methylparaben on the reproductive system in male rats. Reprod Toxicol. 
2008;83(2):123-33. PMid:18393383. 

48. Oishi S. Effects of butyl paraben on the male reproductive system in mice. Arch Toxicol. 
2002;76(7):423-9. http://dx.doi.org/10.1007/s00204-002-0360-8. PMid:12111007. 

49. Oishi S. Effects of propyl paraben on the male reproductive system. Food Chem Toxicol. 
2002;40(12):1807-13. http://dx.doi.org/10.1016/S0278-6915(02)00204-1. PMid:12419695. 

50. Park C, Nah W, Lee J, Oh YS, Gye MC. Butyl paraben-induced changes in DNA methylation in rat 
epididymal spermatozoa. Andrologia. 2012;44(1, Suppl 1):187-93. http://dx.doi.org/10.1111/j.1439-
0272.2011.01162.x. PMid:21592178. 

51. James-Todd T, Terry MB, Rich-Edwards J, Deierlein A, Senie R. Childhood hair product use and 
earlier age the menarche in a racially diverse study population: a pilot study. Ann Epidemiol. 
2011;21(6):461-5. http://dx.doi.org/10.1016/j.annepidem.2011.01.009. PMid:21421329. 

52. Cassoulet R, Haroune L, Abdelouahab N, Gillet V, Baccarelli AA, Cabana H, Takser L, Bellenger JP. 
Monitorng of prenatal exposure to organic and inorganic contaminants using meconium from na 
Eastern Canada cohort. Environ Res. 2019;171:44-51. 
http://dx.doi.org/10.1016/j.envres.2018.12.044. PMid:30654248. 

53. Frederiksen H, Taxvig C, Hass U, Vinggaard AN, Nellemann C. Higher levels of ethyl paraben and 
butyl paraben in rat amniotic fluid than in maternal plasma after subcutaneous administration. 
Toxicol Sci. 2008;106(2):376-83. http://dx.doi.org/10.1093/toxsci/kfn171. PMid:18713765. 

https://doi.org/10.1016/j.tox.2006.07.018
https://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=16938376&dopt=Abstract
https://doi.org/10.1289/ehp.1409200
https://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=26502914&dopt=Abstract
https://doi.org/10.1002/jat.2850
https://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=23364952&dopt=Abstract
https://doi.org/10.1021/acs.chemrestox.7b00265
https://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=29185724&dopt=Abstract
https://doi.org/10.1016/S0278-6915(00)00162-9
https://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=11346481&dopt=Abstract
https://doi.org/10.1111/j.0105-1873.2005.00673.x
https://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=16128752&dopt=Abstract
https://doi.org/10.1097/DER.0000000000000428
https://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=30570577&dopt=Abstract
https://doi.org/10.1002/jat.1176
https://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=17186576&dopt=Abstract
https://doi.org/10.1021/es0628755
https://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=17822133&dopt=Abstract
https://doi.org/10.1016/j.jconrel.2014.05.022
https://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=24852092&dopt=Abstract
https://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=17557742&dopt=Abstract
https://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=18393383&dopt=Abstract
https://doi.org/10.1007/s00204-002-0360-8
https://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=12111007&dopt=Abstract
https://doi.org/10.1016/S0278-6915(02)00204-1
https://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=12419695&dopt=Abstract
https://doi.org/10.1111/j.1439-0272.2011.01162.x
https://doi.org/10.1111/j.1439-0272.2011.01162.x
https://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=21592178&dopt=Abstract
https://doi.org/10.1016/j.annepidem.2011.01.009
https://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=21421329&dopt=Abstract
https://doi.org/10.1016/j.envres.2018.12.044
https://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=30654248&dopt=Abstract
https://doi.org/10.1093/toxsci/kfn171
https://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=18713765&dopt=Abstract


Can parabens be added to cosmetics without posing a risk to human health? A systematic review of its toxic effects 

 

Rev Ciênc Farm Básica Apl. 2021;42:e706 18/18 

54. Barr L, Metaxas G, Harbach CA, Savoy LA, Darbre PD. Measurement of paraben concentrations in 
human breast tissue at serial locations across the breast from axilla to sternum. J Appl Toxicol. 
2012;32(3):219-32. http://dx.doi.org/10.1002/jat.1786. PMid:22237600. 

55. Witorsch RJ, Thomas JA. Personal care products and endocrine disruption: A critical review of 
literature. Rev Toxicol. 2010;40(3, Suppl 3):1-30. http://dx.doi.org/10.3109/10408444.2010.515563. 
PMid:20932229. 

56. Byford JR, Shaw LE, Drew MG, Pope GS, Sauer MJ, Darbre PD. Oestrogenic activity of parabens in 
MCF7 human breast cancer cells. J Steroid Biochem Mol Biol. 2002;80(1):49-60. 
http://dx.doi.org/10.1016/S0960-0760(01)00174-1. PMid:11867263. 

57. Chen J, Ahn KC, Gee NA, Gee SJ, Hammock BD, Lasley BL. Antiandrogenic properties of parabens 
and other phenolic containing small molecules in personal care products. Toxicol Appl Pharmacol. 
2007;221(1):278-84. http://dx.doi.org/10.1016/j.taap.2007.03.015. PMid:17481686. 

58. Routledge EJ, Parker J, Odum J, Ashby J, Sumpter JP. Some alkyl hydroxy benzoate preservatives 
(parabens) are estrogenic. Toxicol Appl Pharmacol. 1998;153(1):12-9. 
http://dx.doi.org/10.1006/taap.1998.8544. PMid:9875295. 

59. Fransway AF, Fransway PJ, Belsito DV, Warshaw EM, Sasseville D, Fowler JF Jr, DeKoven JG, Pratt MD, 
Maibach HI, Taylor JS, Marks JG, Mathias CGT, DeLeo VA, Zirwas JM, Zug KA, Atwater AR, Silverberg J, 
Reeder MJ. Parabens. Dermatitis. 2019;30(1):3-31. 
http://dx.doi.org/10.1097/DER.0000000000000429. PMid:30570578. 

60. Martín JM, Peropadre A, Herrero O, Fernandez FP, Labrador V, Hazen MJ. Oxidative DNA damage 
contributes to the toxic activity of Propylparaben in mammalian cells. Mutat Res. 2010;702(1):86-
91. http://dx.doi.org/10.1016/j.mrgentox.2010.07.012. PMid:20682357. 

61. Baytak AK, Duzmen S, Teker T, Aslanoglu M. Voltammetric determination of methylparaben and its 
DNA interaction using a novel platform based on carbon nanofibers and cobalt-nickel-palladium 
nanoparticles. Elsevier. 2017;239:330-337. 

62. Van ZEJ, Fedorowicz A, Tan J, Van der Linden MMD, Arents BWN, Carter B, et al. Interventions for 
rosacea based on the phenotype approach: an updated systematic review including GRADE 
assessments. British J Dermat. 2019;181(1):1-16. 

Authors' contributions 
DFR, GCSA and FMDC: Conceived, planned and carried out the data collect presented in the 
manuscript or interpreted the data, or both; DFR, GCSA, ROC, CS and FMDC: Wrote the paper, or 
reviewed successive versions; DFR, GCSA, ROC, CS and FMDC: Approved the final version. 

https://doi.org/10.1002/jat.1786
https://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=22237600&dopt=Abstract
https://doi.org/10.3109/10408444.2010.515563
https://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=20932229&dopt=Abstract
https://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=20932229&dopt=Abstract
https://doi.org/10.1016/S0960-0760(01)00174-1
https://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=11867263&dopt=Abstract
https://doi.org/10.1016/j.taap.2007.03.015
https://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=17481686&dopt=Abstract
https://doi.org/10.1006/taap.1998.8544
https://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=9875295&dopt=Abstract
https://doi.org/10.1097/DER.0000000000000429
https://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=30570578&dopt=Abstract
https://doi.org/10.1016/j.mrgentox.2010.07.012
https://www.ncbi.nlm.nih.gov/entrez/query.fcgi?cmd=Retrieve&db=PubMed&list_uids=20682357&dopt=Abstract


<<
  /ASCII85EncodePages false
  /AllowTransparency false
  /AutoPositionEPSFiles true
  /AutoRotatePages /All
  /Binding /Left
  /CalGrayProfile (Dot Gain 20%)
  /CalRGBProfile (sRGB IEC61966-2.1)
  /CalCMYKProfile (U.S. Web Coated \050SWOP\051 v2)
  /sRGBProfile (sRGB IEC61966-2.1)
  /CannotEmbedFontPolicy /Warning
  /CompatibilityLevel 1.7
  /CompressObjects /Off
  /CompressPages false
  /ConvertImagesToIndexed true
  /PassThroughJPEGImages true
  /CreateJobTicket false
  /DefaultRenderingIntent /Default
  /DetectBlends false
  /DetectCurves 0.0000
  /ColorConversionStrategy /UseDeviceIndependentColor
  /DoThumbnails false
  /EmbedAllFonts true
  /EmbedOpenType true
  /ParseICCProfilesInComments true
  /EmbedJobOptions true
  /DSCReportingLevel 0
  /EmitDSCWarnings false
  /EndPage -1
  /ImageMemory 1048576
  /LockDistillerParams false
  /MaxSubsetPct 100
  /Optimize true
  /OPM 1
  /ParseDSCComments true
  /ParseDSCCommentsForDocInfo true
  /PreserveCopyPage true
  /PreserveDICMYKValues true
  /PreserveEPSInfo true
  /PreserveFlatness false
  /PreserveHalftoneInfo false
  /PreserveOPIComments false
  /PreserveOverprintSettings true
  /StartPage 1
  /SubsetFonts true
  /TransferFunctionInfo /Apply
  /UCRandBGInfo /Preserve
  /UsePrologue false
  /ColorSettingsFile ()
  /AlwaysEmbed [ true
  ]
  /NeverEmbed [ true
  ]
  /AntiAliasColorImages false
  /CropColorImages false
  /ColorImageMinResolution 300
  /ColorImageMinResolutionPolicy /OK
  /DownsampleColorImages true
  /ColorImageDownsampleType /Bicubic
  /ColorImageResolution 355
  /ColorImageDepth -1
  /ColorImageMinDownsampleDepth 1
  /ColorImageDownsampleThreshold 1.50141
  /EncodeColorImages true
  /ColorImageFilter /DCTEncode
  /AutoFilterColorImages true
  /ColorImageAutoFilterStrategy /JPEG
  /ColorACSImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /ColorImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000ColorACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000ColorImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasGrayImages false
  /CropGrayImages false
  /GrayImageMinResolution 300
  /GrayImageMinResolutionPolicy /OK
  /DownsampleGrayImages true
  /GrayImageDownsampleType /Bicubic
  /GrayImageResolution 355
  /GrayImageDepth -1
  /GrayImageMinDownsampleDepth 2
  /GrayImageDownsampleThreshold 1.50141
  /EncodeGrayImages true
  /GrayImageFilter /DCTEncode
  /AutoFilterGrayImages true
  /GrayImageAutoFilterStrategy /JPEG
  /GrayACSImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /GrayImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000GrayACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000GrayImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasMonoImages false
  /CropMonoImages false
  /MonoImageMinResolution 1200
  /MonoImageMinResolutionPolicy /OK
  /DownsampleMonoImages true
  /MonoImageDownsampleType /Bicubic
  /MonoImageResolution 2400
  /MonoImageDepth -1
  /MonoImageDownsampleThreshold 1.50000
  /EncodeMonoImages true
  /MonoImageFilter /CCITTFaxEncode
  /MonoImageDict <<
    /K -1
  >>
  /AllowPSXObjects false
  /CheckCompliance [
    /None
  ]
  /PDFX1aCheck false
  /PDFX3Check false
  /PDFXCompliantPDFOnly false
  /PDFXNoTrimBoxError true
  /PDFXTrimBoxToMediaBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXSetBleedBoxToMediaBox true
  /PDFXBleedBoxToTrimBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXOutputIntentProfile (U.S. Web Coated \050SWOP\051 v2)
  /PDFXOutputConditionIdentifier (CGATS TR 001)
  /PDFXOutputCondition ()
  /PDFXRegistryName (http://www.color.org)
  /PDFXTrapped /False

  /CreateJDFFile false
  /Description <<

    /BGR <>
    /CHS <FEFF4f7f75288fd94e9b8bbe5b9a521b5efa7684002000500044004600206587686353ef901a8fc7684c976262535370673a548c002000700072006f006f00660065007200208fdb884c9ad88d2891cf62535370300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c676562535f00521b5efa768400200050004400460020658768633002>
    /CHT <FEFF4f7f752890194e9b8a2d7f6e5efa7acb7684002000410064006f006200650020005000440046002065874ef653ef5728684c9762537088686a5f548c002000700072006f006f00660065007200204e0a73725f979ad854c18cea7684521753706548679c300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c4f86958b555f5df25efa7acb76840020005000440046002065874ef63002>
    /CZE <>
    /DAN <>
    /DEU <>
    /ESP <>
    /ETI <>
    /FRA <>
    /GRE <>

    /HRV <>
    /HUN <>
    /ITA <>
    /JPN <>
    /KOR <FEFFc7740020c124c815c7440020c0acc6a9d558c5ec0020b370c2a4d06cd0d10020d504b9b0d1300020bc0f0020ad50c815ae30c5d0c11c0020ace0d488c9c8b85c0020c778c1c4d560002000410064006f0062006500200050004400460020bb38c11cb97c0020c791c131d569b2c8b2e4002e0020c774b807ac8c0020c791c131b41c00200050004400460020bb38c11cb2940020004100630072006f0062006100740020bc0f002000410064006f00620065002000520065006100640065007200200035002e00300020c774c0c1c5d0c11c0020c5f40020c2180020c788c2b5b2c8b2e4002e>
    /LTH <>
    /LVI <>
    /NLD (Gebruik deze instellingen om Adobe PDF-documenten te maken voor kwaliteitsafdrukken op desktopprinters en proofers. De gemaakte PDF-documenten kunnen worden geopend met Acrobat en Adobe Reader 5.0 en hoger.)
    /NOR <>
    /POL <>
    /PTB <>
    /RUM <>
    /RUS <>
    /SKY <>
    /SLV <>
    /SUO <>
    /SVE <>
    /TUR <>
    /UKR <>
    /ENU (Use these settings to create Adobe PDF documents for quality printing on desktop printers and proofers.  Created PDF documents can be opened with Acrobat and Adobe Reader 5.0 and later.)
  >>
  /Namespace [
    (Adobe)
    (Common)
    (1.0)
  ]
  /OtherNamespaces [
    <<
      /AsReaderSpreads false
      /CropImagesToFrames true
      /ErrorControl /WarnAndContinue
      /FlattenerIgnoreSpreadOverrides false
      /IncludeGuidesGrids false
      /IncludeNonPrinting false
      /IncludeSlug false
      /Namespace [
        (Adobe)
        (InDesign)
        (4.0)
      ]
      /OmitPlacedBitmaps false
      /OmitPlacedEPS false
      /OmitPlacedPDF false
      /SimulateOverprint /Legacy
    >>
    <<
      /AddBleedMarks false
      /AddColorBars false
      /AddCropMarks false
      /AddPageInfo false
      /AddRegMarks false
      /BleedOffset [
        0
        0
        0
        0
      ]
      /ConvertColors /NoConversion
      /DestinationProfileName (U.S. Web Coated \(SWOP\) v2)
      /DestinationProfileSelector /UseName
      /Downsample16BitImages true
      /FlattenerPreset <<
        /ClipComplexRegions true
        /ConvertStrokesToOutlines false
        /ConvertTextToOutlines false
        /GradientResolution 300
        /LineArtTextResolution 1200
        /PresetName ([High Resolution])
        /PresetSelector /HighResolution
        /RasterVectorBalance 1
      >>
      /FormElements false
      /GenerateStructure true
      /IncludeBookmarks false
      /IncludeHyperlinks true
      /IncludeInteractive false
      /IncludeLayers false
      /IncludeProfiles true
      /MarksOffset 6
      /MarksWeight 0.250000
      /MultimediaHandling /UseObjectSettings
      /Namespace [
        (Adobe)
        (CreativeSuite)
        (2.0)
      ]
      /PDFXOutputIntentProfileSelector /UseName
      /PageMarksFile /RomanDefault
      /PreserveEditing true
      /UntaggedCMYKHandling /UseDocumentProfile
      /UntaggedRGBHandling /UseDocumentProfile
      /UseDocumentBleed false
    >>
    <<
      /AllowImageBreaks true
      /AllowTableBreaks true
      /ExpandPage false
      /HonorBaseURL true
      /HonorRolloverEffect false
      /IgnoreHTMLPageBreaks false
      /IncludeHeaderFooter false
      /MarginOffset [
        0
        0
        0
        0
      ]
      /MetadataAuthor ()
      /MetadataKeywords ()
      /MetadataSubject ()
      /MetadataTitle ()
      /MetricPageSize [
        0
        0
      ]
      /MetricUnit /inch
      /MobileCompatible 0
      /Namespace [
        (Adobe)
        (GoLive)
        (8.0)
      ]
      /OpenZoomToHTMLFontSize false
      /PageOrientation /Portrait
      /RemoveBackground false
      /ShrinkContent true
      /TreatColorsAs /MainMonitorColors
      /UseEmbeddedProfiles false
      /UseHTMLTitleAsMetadata true
    >>
  ]
>> setdistillerparams
<<
  /HWResolution [2400 2400]
  /PageSize [612.000 792.000]
>> setpagedevice




