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Introduction Results

OECD 28-day rat inhalation studies are designed to characterize
test article toxicity. In this study, we augmented the classical OECD
study with transcriptomics analysis with the view to developing a
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An increase in neutrophil and macrophage counts concomitant with an increase in chemokines indicates an inflammatory response.
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the respiratory tract were obtained, i.e., respiratory nasal epithelium and senescence. Corresponding to the histopathological changes, the stress-related response was more pronounced in the RNE and

(RNE) and lung. For lung RNA isolation, respiratory epithelium of bronchi, while the inflammatory response was more pronounced in lung parenchyma.

main bronchus and lung parenchyma was separated by Laser
Capture Microdissection (LCM) and further processed, and
analyzed on whole genome Affymetrix microarrays (GeneChip®
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Three exemplary sub-networks show agreement with histopathological findings and reveal cell-type specific signaling. Insight into the
molecular mechanisms is gained from the backbone of IPN: for macrophage activation, the transcriptional activity of the NfkB complex is
the central node integrating input from activating pathways such as the Statl — Ifng axis and Tlr2 -, Tlr3 -, and TIr4 - signaling, as well as
Inhibitory input from Cd44, Viprl, and Sirt1.
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