Lung Inflammation, Emphysema, and Lung Cancer Development in A/) 361
mice in Response to Chronic Exposure to Aerosol from a Candidate
Modified Risk Tobacco Product and Mainstream Cigarette Smoke
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s 124 gl Figure 4: Morphometry, histopathology and physiologic parameters of emphysema. (A) Destructive index. (B) histopathology scores
for lung emphysema. (C) Pressure-volume curves from lung function measurements at months 5. Data are presented as mean + SEM.
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The daily monitoring of aerosol components indicated that the aerosol/CS was .Ir—‘ . . . .

generated and delivered to the inhalation chambers in a consistent manner, with mean
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generated from THS2.2 sticks contained lower concentration of TPM, CO, and carbonyls Figure 5: Histopathological analysis: Lung neoplasms at the end of the inhalation exposure period. (A) Incidence of all lesions

compared to 3R4F CS at the same nicotine concentration. (hyperplasia and neoplasia) and (D) combined multiplicity of bronchiolo-alveolar adenomas and carcinomas. (B) Incidence and
multiplicity (E) of bronchiolo-alveolar adenomas. (C) Incidence and (F) multiplicity of bronchiolo-alveolar carcinomas. Statistical
THS2.2 THS2.2 THS2.2 THS2.2 significant differences: *:p<0.05, **: p<0.01, and ***:p<0.001 vs. Sham, #: p<0.05, ##: p<0.01, and ###:p<0.001 vs. 3R4F (t-tests,
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Target nicotine
concentration (pg/L)
Achieved nicotine | 0.0+00  13.0+x14| 6.7+08 | 13.0+1.3 | 26.7x2.0 0.0x0.0 | 26.1+2.8
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Summary and Conclusions

concentration (pug/L) (92) (397) (397) (397) (397) (82) (332)
Achieved TPM -23+x1.7 2957 |614%x64 138.7% (272.4+£27.2/-2.3+£2.0/291.0+£41.2
concentration (pug/L) (397) |19.0(397) (397) |16.8(397)  (397) (335) (334) * The characterization of the aerosol components as well as biomarkers of aerosol uptake indicated that the
Achieved CO 02+05 3893+ | 36+05 | 6.4+1.2 | 11.0+1.4 | 05+03 | 129+1.7 delivery and uptake of 3R4F CS and THS2.2 aerosol are in-line with expectations.
concentration (ppm) (391) | 26.3(394) (390) (392) (373) (330) (332) e Exposure to CS resulted in increased pulmonary inflammation, altered lung function and histopathological
Achieved 040+ 006 004+001 0.06+0.02 010+0.02 0.09 + 0.02 changes in the lungs that are suggestive of emphysema. No significant lung effects were observed following
comcantration (g/y) | @0 oo e e THS2.2 aerosol exposure. - - | .

(S exposure resulted in an increased incidence and multiplicity of lung pre-neoplastic and neoplastic lesions.
Table 1: Test atmosphere characterization. Data are presented as mean *SD. The number of daily average Exposure to THS2.2 did not result in increased pre-neoplastic and neoplastic lesions.
measurements are shown in parentheses. F, female; M, male; TPM, total particulate matter; CO, carbon e THS2.2 aerosol does not cause lung inflammation, emphysema, and neoplastic lesions, even at
monoxide. twice the test atmosphere nicotine concentration
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