Systems toxicology analysis of cardiovascular and respiratory endpoints from Apoe’/- mice showed similar effects
after switching to a candidate modified risk tobacco product, THS 2.2, or to smoking cessation
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biological mechanisms

« The exposure to 3R4F cigarette smoke resulted in significant levels of pulmonary inflammation, decline in pulmonary function, and  Differential ‘omics’ profiles associated with 3R4F exposure returned to nearly filtered air-like level following either switching to a THS2.2
histopathological changes. These phenotypic changes were coherent with the molecular data. aerosol or filtered air.

« Chronic exposure to an aerosol from the THS2.2 resulted in very little difference in all measured parameters related to COPD and CVD « Histopathological assessment also showed a marked effect of switching, in which a partial or complete (depending on the inflammatory cell
when compared to the filtered air-exposed animals. type) reversal of pulmonary inflammation was observed.

» The biological response to switching to a THS2.2 aerosol or filtered air following 2 months of 3R4F cigarette smoke exposure were very « These data collectively indicate a halting or regression of the disease genesis following switching from conventional cigarette to THS2.2
similar between the two conditions across the spectrum of endpoints assessed, and showed a generally positive effect. aerosol in Apoe™. /
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