Toxic Insult to Rat Precision Cut Lung Slices Increases Tissue Cytokine Levels and Activation of Macrophages, and
Causes Acute Damage, While Prolonged Insult May Lead to Increased Deposition of Collagen - a Marker of Fibrosis
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5. Culture maintenance CONCL USIONS

After acclimation period, inserts
are transferred to vials containing

1. PCLS exhibit longevity and retention of viability for 1 month or more. This makes them suitable for long term 3. PCLS have historically been employed to compare compound toxicities and the model has repeatedly

ter\e::;nle_nzt ;nailosll)qrpﬂér;ﬂlicgd culture and repeated exposure paradigms in a manner that can reflect consumer product use (e.g. tobacco demonstrated differential effects and severity of response across the compounds tested. By extension, PCLS

] collected through a slice’s product exposures over time). are well suited to make specific tobacco product or product combination comparisons.

l‘ lifespan until harvest. 2. The 3D, native lung parenchymal architecture, and inclusion of native cell types allows for a complex response 4. The identification of a no adverse effect level and a level at which increased inflammatory markers subside after
6. PCLS harvest: (e.g. activation of macrophages, increased cytokine expression, and collagen deposition) to challenge. The treatment removal will help guide product dosimetry decisions.

Involvement of multiple cell types and biomarkers may be required for a long term disease such as COPD.
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