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Introduction RESULTS

Cigarette smoke (CS) is a complex mixture with more than 6100 chemicals [1]. Exposure to CS causes lung toxicity
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' Short exposures (4h) to TPM from either 3R4F or pMRTP caused no apparent cellular death (Figure 1D). Exposure to 3R4F TPM resulted in increased DNA damage, a dose-dependent activation of the
CO n CI u S | O n S stress kinase pathway and increased cellular membrane permeability. Moreover 3R4F TPM caused a decrease in mitochondrial membrane potential without changes in mitochondrial mass (data not shown),
suggesting the induction of mitochondrial toxicity. By contrast, only mild responses were observed upon exposure to TPM from pMRTP at any given endpoint, and only at the highest doses tested.
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Figure 2 Early biological effects (4h exposure). A) DNA damage (measured as p-H2AX). B) Activation of the stress signaling pathway (measured as p-cJun). C) Cellular membrane permeability. The dose-response effect observed
in 3R4F-exposed cells occurred in the absence of apparent cell death (Eigure 2D). D) Mitochondrial membrane potential. No changes in mitochondrial mass were observed for either 3R4F or pMRTP (Data not shown). Data
represents average + SEM of 3 independent experiments. R.U. means relative units.
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