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subsequently characterized. Key results as published on INTERVALS™ are given below.
 The results demonstrated the absence of cytotoxicity and reduction in pathophysiological alterations, Nicotine concentration
toxicological marker proteins, and inflammatory mediators following exposure to CHTP 1.2 aerosol, as R _ | . _ o
compared with 3R4F CS. Nicotine concentration measured in the Vitrocell® 24/48 exposure system during the dose range finding
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 Cigarette smoke (CS) has been reported to increase * In order to address reproducibility concerns, forget concentration Target_concentration Target_concentration Target_concentration
predisposition to oral cancer and recognized as a INTERVALS ™ was built using the latest standards
risk factor for many conditions including periodontal In data sharing and reproducible research to gather
diseases, gingivitis, and benign mucosal disorders detailed information on the design and conduct of —
(Johnson, 2000). studies. This should enable an easy review of the Cytotoxicity (AK assay)
+ Tobacco harm reduction through the development methods an_d results as well as reuse of the data The Cytotoxicity _Ievels of the CHTP 1.2 aerosol-exppsed cultureg were not §|gn|f|cantly different from those of
of Modified Risk Tobacco Products (MRTP), and generation of new hypotheses. the air controls, independently of aerosol concentration or collection time point.
defined by the US FDA as “any tobacco product  The INTERVALS™ platform will allow researchers
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that is sold or distributed for use to reduce harm to find all relevant information on studies, detailed e T L PCTTEmERIERE
or the risk of tobacco-related disease associated protocols, and, most importantly, interoperable o N &
with commercially marketed tobacco products”, data files in a single platform to allow independent TRepExp 20hPE 3 N
provides a promising opportunity for adult smokers, re-analysis of key findings, meta-analyses, and g
who would otherwise continue cigarette smoking. efficient data reuse. T
- Establishing a product’s potential as an MRTP « INTERVALS™ will also encourage communication . e T T
requires scientific substantiation, including toxicity by enabling constructive feedback on studies and 2RepExp 2hPE 2 S :
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transparent sharing of data in a way that allows « Strengthened by community and peer-review Repbo sonpe 2 g ¥ T
easy review and understanding should facilitate features, INTERVALS™ aims to enable the e 5 : :
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« INTERVALS™ (www.intervals.science) is an online regulatory agencies that can validate the harm
platform developed by Philip Morris International reduction potential of these products.
R&D to enable independent data re-analysis and Histological analysis
collaboration by sharing protocols, tools, and data Exposure to 3R4F CS caused marked signs of damage, leading to increased cell alterations, atrophy, apoptosis,
from assessment studies (Boue 2017). hypergranulosis, parakeratosis, suprabasal splitting, and epithelial splitting compared with the air controls.
O CHTP 1.2 aerosol-exposed cultures exhibited changes of the same findings but much less marked, even
I N T E R VA LS following exposure to the highest concentration (109.4 mg/L).
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« Adenylate Kinase (AK)-based cytotoxicity was
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Sinataleptinelim . . Fio ToxiLight™ bioassay kit (Lonza, Rockland, Multianalyte profiling (MAP)
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E £ £ doh.pe Smaller alterations in the concentrations of inflammatory mediators were observed following CHTP 1.2 aerosol
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in Hematoxylin & Eosin (HE)-stained tissue than 3R4F CS exposures at the comparable concentrations (16.6 vs. 15.2 and 39.7 vs. 32.0 mg/L).
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