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DIVERSE EXPERTISE >

PATIENTS
CLINICIANS
RESEARCHERS
SCIENTISTS
COMMUNICATORS
REGULATORS
RISK ASSESSORS

UNIVERSITIES
HOSPITALS
AGENCIES
INSTITUTES
NGOs

ENDOCRINOLOGY
REPRODUCTIVE BIOLOGY
TOXICOLOGY

ENDOCRINE DISRUPTORS

NEW APPROACH METHODOLOGIES
ADVERSE OUTCOME PATHWAYS
MOLECULAR BIOLOGY
ANALYTICAL CHEMISTRY
PSYCHOLOGY

CLINICAL STUDIES
PRECLINICAL RESEARCH
COMPUTATIONAL MODELLING
CHEMICAL RISK ASSESSMENT
3R PRINCIPLES

TEST GUIDELINES

MULTIDISCIPLINARY RESEARCH > 11 INSTITUTIONS, 7 COUNTRIES

11 Partners, 7 Countries
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Endocrine Disrupting Chemicals Can Impact Human Health

Everyday exposures to EDCs contribute
to modern health epidemics.
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dysfunction

HEAL, TEDX and Science Communication Network

EDC Definition:

“An endocrine disruptor is an exogenous
substance or mixture that alters function(s) of
the endocrine system and consequently causes
adverse health effects in an intact organism, or
its progeny, or (sub) populations”;



Burden of Endocrine Disrupting Chemicals

* Personal cost and suffering because of health-related issues

* Monetary costs to society
* Estimated cost related to EDC exposure: €163 billion/year . Is
» of which 8.15 billion (5%) attributed to reproductive disorders

(Kassotis et al 2020, Lancet Diabetes Endocrinol 8:719)
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Testing and Regulation is a Challenge

Pesticides Toxins, food additives,
ik 3 pesticide residues, FCM
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Medicines,

— Medical devices
Electronics

* Animal free testing - New Approach Methodologies (NAMs)



EDCs can interfere with
reproductive development
and function and cause
disorders & diseases




Reproductive development and function: a lifetime journey...

embryo- gonadal sex

genesis  determination  development adulthood

fertilization




Reproductive development and function: a lifetime journey...

o embryo- gonadal sex fetal .
fertilization genesis  determination development mini-puberty adulthood
e.g. e.g. e.g. e.g.

. e genital ¢ disrupted mini- e disrupted puberty o impaired fertility
Potential malformations puberty onset e early menopause (F)
consequences of e under- - o disrupted genital - e cognitive changes - e reproductive cancers
EDC exposure virilization (M) development e cognitive changes

¢ diminished ovarian

reserve (F)



@ Merlon

Support public authorities with
scientific evidence in safety
assessment of EDCs by

providing a roadmap to effectively
assess effects on sexual
differentiation and function by
endocrine disrupting substances

under assessment in
EU regulatory frameworks.




Project Structure

1.Development
phase

* Exposure to
DEHP

* Detailed
analyses

WP1: Human cohorts (sex & gender),
f human tissues & cells

“ WP2: In vivo studies
(reproductive & brain tissues)

WP3: In vitro studies and
o New Approach Methodologies

3. Evaluation phase

* Experiments with selected EDCs

* Predictivity and regulatory applicability <

Mechanistic
descriptions

and biomarkers

Models for EDC
identification

2. Integration and engagement

k4
H WP6: Science-to-society
Knowledge transfer and communication;
engagement with citizens and relevant
stakeholders

4. Revision and reporting

Provided to WPs 1,2,3,4

A

Reported back from WPs 1,2,3,4




Experimental
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Expected Outcomes

* New biomarkers for use in epidemiology and
toxicology

* 3R-compliant, new approach methodologies
for EDC identification

* Aroadmap to advance EDC identification in
EU regulations

» Better reproductive and sexual health for
everyone
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