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Background and Purpose

Oral tobacco products (OTPs) are considered potentially reduced-risk alternatives to
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Strengths and Limitations / ™

* Repeated exposure to 1R6F condensate markedly reduced IL-6 secretion in a concentration- and time-dependen

Conclusions

manner.

Strengths: . N L :
: : * |L-6 secretion was completely inhibited at 6.0% and 10% following five consecutive treatments.
 Arepeated-exposure regimen was employed to better reflect cumulative effects of OTPs. Th .
_ _ . , _ , . e presence of CAS further enhanced the suppression of IL-6 release caused by 1R6F condensate. Th | . t d d trat th f b|t f t d . . h b |

¢« A humlar\ buccal ggthehum-ﬂbroblast co-culture model was used, enabling assessment of both epithelial and dermal responses relevant +  Given the cytotoxicity exhibited by 10% 1R6F at multiple timepoints and 6% 1R6F under some conditions, IL-6 IS preliminary stuay demonstrates the 1easibllity OT a repeatead-exposure regimen using a numan ducca

to oral tissue toxclty. o . o . reduction may be attributable to cytotoxicity. epithelium—fibroblast co-culture model to assess local toxicity associated with tobacco products.
 The epithelial cells and fibroblasts used in this study were derived from the same donor, thereby minimizing inter-donor variability. Effects of CRP2.1 . _ . N .
* Integration of cytotoxicity, cytokine secretion, and histopathology endpoints provided a multidimensional evaluation of tissue * CRP2.1 exhibited minimal effects on IL-6 secretion at T3 both in the presence and absence of CAS. The presence of CAS durlng the dally recovery phase exerted S|gn|flca nt, tlme-dependent effects on IL-6

responses. ~* CAS enhanced the reduction in IL-6 levels across all three concentrations at T4. - - -
* The role of CAS as a modifying factor was systematically examined across exposure conditions. . * CRP2.1 caused concentration-dependent decreases in IL-6 secretion, regardless of CAS presence. secretlc?n and h |stopatholog|ca! outcomes. .
Limitations: VCwas set to 1. These findings underscore the importance of accounting for CAS-related effects under extended exposure
 Most assays were conducted with three technical replicates, which may have limited their statistical robustness and sensitivity to subtle ey

conditions.
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 Due to intrinsic limitations of the ORL-300-FT tissue model, repeated exposure was restricted to five consecutive days to avoid excessive
tissue cornification, which may limit the ability to capture real-world chronic use scenarios.
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