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Reduced levels of harmful and potentially harmful constituents in heated

tobacco aerosol translate to reduced in vitro (geno)toxicological outcomes
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Figure 1: Image representative of the reconstituted tobacco

p-HTP stick used in this study, consisting of reconstituted : : :
tobacco (A), filters (B), a cardboard tube (C) and outer paper Table 3: HCS endpoints assessed in this study and the markers used.
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Table 6: Ames test (detailed in Table 2) results. YHZAK &h
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Figure 5: ToxPi visual plots of HCS data outputs at a low nicotine concentration (1.75ug/ml = 0.019puffs/ml for 1R6F), at an equivalent (7£0.3ug/ml = approx.
0.075puffs/ml for 1IR6F and 0.18puffs/ml for the p-HTP) and a high nicotine concentration (17+0.9ug/ml = 0.45puffs/ml for the p-HTP). Plotted fold changes in
responses (compared to the endpoints’ respective background levels (set to 1-fold)) are scaled according to the maximum values observed for each endpoint
(over both 4h and 24h) across all doses and samples tested (note, the highest fold responses (in either direction) were always induced by 1R6F). The key plot
on the left indicates which slices correspond to which endpoint and timepoint.
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Relevant positive controls were also tested in parallel. The responses in
the above in vitro assays were calculated as fold-changes compared to
1R6F. Statistical analyses were carried out using GraphPad PRISM
version 8.4.3.

Figure 2: Rendered image representative of the p-HTP device
used in this study with a reconstituted tobacco stick inserted.
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4, CONCLUSIONS

The levels of HPHCs analysed within the p-HTP aerosol were substantially reduced compared to 1R6F Reference Cigarette smoke. When normalised on a nicotine basis, these reductions were still substantial. This reduction transiated Into reducec In Vitro

and Ames tests. Further to this, when NHBE cells were exposed to smoke/ aerosol bPBS, and exposures compared on a nicotine delivery basis, responses to the p-HTP were greatly reduced compared to 1R6F. The assessment of multiple in vitro"endpoints
greater pre-clinical understanding of the effects of the test products. Overall, these results are consistent with the scientific evidence>®’ and therefore add to the weight of evidence that HTPs may offer potentially reduced harm nicotine delivery to adult Smokers
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