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Information on the toxicological profiles and potential carcinogenic properties of many chemicals used in e-vapor products is 1. Chronic exposure to e-vapor aerosol elicits markedly smaller systemic effects than cigarette smoke 4. Chronic e-vapor aerosol exposure does not increase lung tumor incidences and multiplicities in A/J mice under the test conditions.
currently limited. In addition, while nicotine (N), a major component in nicotine-containing e-vapor products, is not considered
carcinogenic, its oncogenic potential and relationship to cancer progression have been debated for years. In this study, we A 150 Male : Female B 200+ Male : Female C 1807 Male . Female A Male Female B Male Female
evaluated the chronic toxicity and carcinogenicity of select e-vapor flavor mixtures including carriers, with and without N. : : o :
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3. Contrary to cigarette smoke, chronic e-vapor aerosol exposure does not result in inflammation and emphysematous changes in the lungs. 2022, P180; Wong et al., SOT 2024, P772). Overall, systemic toxicity was consistently less pronounced or absent in the flavor aerosol groups
A Male : Female B Male : Female C Male : Female Compared with the 3R4F groups.
0 _ _ _ 5 - ! 5 - ! 5 - ! Chronic exposure to PG/VG aerosol with and without nicotine had no impact on lung tumor endpoints in this mouse strain under the test
Figure 3: Bodyweight progression over study : c : : conditions, indicating that nicotine did not initiate or promote tumorigenesis under the test condition. Neoplastic findings in non-respiratory tract
Sham duration in female (left) and male (right) mice e . 4- : °o 2 . 4- : S 4 : ’ J P noriger : ' P J P Y
B | - Sham Data sh bodvweiahts (BW .d g 0 22 ! SR . - ! organs, such as glandular stomach and skeletal system, were strain specific and not likely treatment effects (Wong et al., SOT 2024, P772).
= | - ata shown are average bodyweights (BW) recorde SSouw 4 | S5 ow : 2 ow : More notably, histopathological evaluations showed no observable lung inflammation, emphysematous changes, or other microscopic changes
= ' S once a week during the study. Colored lines represent the =922 ' °ce 2@ ! <22 ! C . oL . : : .- : : .
5 ! fitted growth curves for each group. Dotted vertical lines s 2L : 22 : = 2 ¢ : indicative qf local toxicity in t.he Iungs. of anlmals exposed to e-vapor aerqsol§ with or WI'[.hOl:I'[ nicotine, or Wlth. or Wlthout flavors. Local respiratory
& . PVENTL represent the start (Day 1) and end (Day 520) of the > © g B e hes " c 5 g B : > g B ' tract effects included the formation of eosinophilic globules and decreased epithelial cell density in the olfactory epithelium, which are common findings
N : - reavanen  study period used for growth curve analysis. Terminal 520 F f o e cfe” : ER ! in aged rodents from chronic inhalation studies. Basal cell hyperplasia and squamous cell metaplasia were observed at the mid-base of the epiglottis,
: | dissections were performed on study days 499-599 for l ! l T3 ! ! with slightly higher severity scores in the PG/VG/N and PG/VG/N/F-H groups than in the Sham and/or PG/VG groups, but consistently less severe than
! | male mice and study days 536-605 for female mice. SN the scores from the 3R4F groups. The 3R4F groups showed various changes, including increased white blood cell counts, protein content, and matrix
! | @«\%@i‘o\“\&\g @v%@:o\ie*'\ﬁ\\@“é«\s metalloprotease activity in the bronchoalveolar lavage fluid, neutrophil, lymphocyte, and macrophage infiltrates in the lungs, and alveolar tissue
151 © O . . . .
o L1 L L L L L] @ Y @ L destruction indicative of emphysema (Wong et al., SOT 2023, P534; Wong et al., SOT 2024, P772).
T s T TR T « 2 e Together, the data clearly demonstrate the reduced risk potential of flavored e-vapor products in this mouse model and under the stud
Fitted growth curves are overlaid to the observed B measurements Figure 7: Local toxicity at month 18—Lung: Alveolar neutrophilic granulocytes [A] and non-pigmented macrophage [B] infiltrates, and gd' o udi ry dem PGNG 4 with P bustible c CFI) H P L role of q ) h " y
alveolar emphysema (C). Data shown are mean severity scores, error bars represent standard error of the mean. N = 74-97 per male group; 61-79 per female COC? I'f[I.OhS, Including nicotine in , compared with combustible cigarettes and the potential role of e-vapor products in tobacco harm
reduction.
group.

Competing Financial Interest — The research in this poster was sponsored by Philip Morris Products S.A. and Altria Client Services LLC



	Slide 1: Characterization of Chronic Toxicity and Carcinogenicity of E-vapor Aerosol and Cigarette Smoke in A/J Mice

