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"An endocrlne dlsruptor 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”
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EDCs and brain development
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The scientific gap

"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”
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- _k Effects on cognition and
behaviour

Omics integration
(Metabolomics,
Transcriptomics,
Epigenomics)

Hormonal involvement on
neurodevelopmental
processes
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EDC exposures and assays for
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Neurons
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The C17.2 cell line

Ts

Exposure

Exposure

Exposure Imaging
. N ' ] ! I |
Y | | | | |
DAY -1 DAY 0 DAY 4 DAY 7 DAY 1Q
< @
s .
o - :.\ @ . - & ‘
Start

Seeding itterentiation

Ptgr2 Ppar

Gr Rar
Thr RXr
Ar Lxr

Exposure to (ant)agonist

of hormonal pathways

* Viability (AB)

* Neurite length

* Branching

* Percentage of neurons

Andrea Cediel Ulloa



UPPSALA
UNIVERSITET

RAR-dependent neurite morphology in
the C17.2 cell line
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IUF The NPC1 RAR GR assay
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Adverse outcome pathways to
integrate information

https://aopwiki.org/

Molecular Adverse
Initiating Event Outcome

- Receptor/ligand « Gene activation » Altered tissue « Disease
interaction - Protein production development - Impaired development

- DNA binding - Altered signaling : ?&t:éggr:issue - Impaired reproduction
\. Protein oxidation y . Cell-cell interactions

J



https://aopwiki.org/

AOPs in the context of ENDpoiNTs

Molecular Hippocampal Hippocampal Impairment.
Cellular key : :
key events event. Altered anatomy. physiology. Learning and
altered ' Altered Altered memory
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Cognition AOPs — RAR/GR pathways
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Molecular Hippocampal Hippocampal Impairment.

Cellular key : :
key events event. Altered anatomy. physiology. Learning and

altered Altered Altered memory
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Omics integration
(Metabolomics,

Transcriptomics,
Hormonal involvement on Epigenomics)

DNT key events

—|_> Effects on cognition and
behaviour







