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Female ApoE"- mice were exposed to 3R4F (600 mg/m3 TPM), THS2.2 (matched to s | TS xmeme  on 0 "
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filtered air exposed animals
revealed very similar values
during the course of the study.
After the switch to the aerosol

histopathological evaluation and morphometry of lungs; lung function; plague surface
determination and an extensive molecular high throughput analysis (transcriptomics,
proteomics and lipidomics).

The level of emphysema was evaluated by the scoring of severity and
by morphometrical measurements performed in a blinded manner by
an external pathologist. After the switch or cessation, the evaluation
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After switching to the THS2.2 aerosol or filtered air, levels of COHb in blood (A) _4
of exposed animals were substantially lower compared to those found in 6 -
samples of mice continuously exposed to 3R4F. Measured concentration of =
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nicotine-N’-oxide and nornicotine) confirmed that mice received equivalent
nicotine concentrations in the different groups exposed to 3R4F or THS2.2.
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Lung inflammation

Exposure to 3R4F resulted in increased plague formation in aortic arch of ApoE - mice compared with sham exposure. These changes were alleviated

A C by smoking cessation or switching to THS2.2 within one month, and nearly reached control levels at the 8-month time point. Panel A — oil red O stained
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biological mechanisms

measured reverted to the levels obtained with continuous exposure to filtered air
or THS2.2-exposed animals after the cessation or the switch.

The exposure to 3R4F cigarette smoke resulted in significant levels of pulmonary inflammation, decline in « Differential ‘omics’ profiles associated with 3R4F exposure returned to nearly filtered air-like \

pulmonary function, and histopathological changes. These phenotypic changes were coherent with the level following either switching to a THS2.2 aerosol or filtered air.

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

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

showed a generally positive effect. /
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