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(T3: 3.3 and 33 pg/L; PTU: 1 and 100 mg/L; MMI: 80 and
160 mg/L; IOP: 6.25 and 12.5 mg/L).

* Total RNA was extracted from pooled larvae samples (10
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* Functional analysis using overrepresentation analysis on the

KEGG database revealed that pathways involving key
thyroid-related amino acids were significantly perturbed. In
addition, genes involved in focal adhesion, protein
processing, and phototransduction, which are also closely
related to the thyroid system, were overrepresented
(Figure 2).

* The heatmap (Figure 3) visualizes the 10 most significantly
requlated genes taken from every compound specific
overlap.

- Clear substance-specific patterns are visible. MMI and

PTU, both thyroperoxidase inhibitors, are particularly
similar

- Seven genes were regulated by all compounds, indicating
promising biomarker candidates

- Several mode of action (MoA) specific genes were
identified
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What is the conclusion?
By testing compounds with ditferent thyroid-related MoAs,

we were able to not only identify genes specific for thyroid relative expression

disruptors in general, but also differentiate between thyroid T . N

hormone activation, thyroperoxidase inhibition, and -3 =2 -1 0 1 2 3

deiodinase inhibition. Figure 3: A) Venn and scatter plots comparing the number and effect size of differentially expressed genes in both

« Our findings indicate that transcriptome-based thyroid  exposure concentrations of all test compounds. B) Heatmap showing a subset of DEGs selected from the ten most
biomarkers offer a valuable contribution to the AQOP significantly reqgulated genes for each compound. The colored panel on the left indicates whether a gene is also
framework for risk assessment of thyroid-affecting significantly reqgulated by the other compounds in at least one of the exposure concentrations.

substances.
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