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immune-response, metabolism, surfactants, cell adhesion and lung elastic recoil
unfolded protein response (for details see Titz et al., 2015). -
 Very close similarities in surfactant protein and surfactant lipids

responses for all the groups in both studies were observed. ) ,
CS-induced lung damage. Schematic summary of some relevant

Inflammatory eicosanoids, their metabolic enzymes and several relationships among molecular entities and biological functions
ceramide classes were elevated. relevant to lung disease.

 The integration of proteomics and lipidomics with transcriptomics
and histopathology proved to be valuable in the systems toxicology
approach to perform product assessment of MRTPs.
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Figure 6: Working model - interplay among lipids and proteins in
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Figure 2: Volcano plots representing the proteome response profiles in lungs of (A) C57BL/6 and (B) Apoe-/- mice. For each protein, the protein _ _ N _ BTETETETETIE E S e S _
expression change, calculated as the log2 fold change, is plotted on the x-axis and the statistical significance, proportional to the negative log10- Figure 4: Surfactant protein (A) and surfactant lipid (B) responses in C57BL/6 and Apoe-/- mice. CS exposure strongly affected both protein and
adjusted P-value, is plotted on the y-axis. Yellow and blue dots highlight proteins that are statistically significantly up- or down-regulated, respectively, lipid components of surfactant, while pMRTP and THS2.2 exposure did not induce such changes and the cessation and switching groups rapidly

compared with the sham group at each respective time point (Benjamini-Hochberg adjusted p-value <0.05). returned to sham levels of these proteins and ljpids. Cess = cessation.
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