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= Weight of Evidence (WoE) approach to:

- Support the consensus that exposure to EVP aerosol results in less toxicity and harm
than conventional cigarettes

- Consists of regulatory approved assays and a mixture of simple and complex in vitro
models, with lots of endpoints associated with tobacco related diseases

- Studies undertaken to internationally agreed standards and to strict quality
constraints to ensure reliability and robustness of the results obtained

- Scientific scrutiny via peer reviewed publications
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Test concentrations:

= 0.0002-0.5% e-liquid with NHBE* cells exposed for 4 and 24
hours.

= 05,1,3,4,5,7, 810% e-liquid with NHBE cells exposed for
24 hours. Effects above 3% due to osmolarity effects



THE USE OF A MULTI-CELL LINE PANEL TO ASSESS

FLAVOUR AND NICOTINE N,e IMPERIAL
/- BRANDS
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....AND ON A WIDE RANGE OF CELLULAR ENDPOINTS kY
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y-H2AX staining and quantification as a
marker of DNA double-strand breaks
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Bioinformatics

Perturbations (Tox)

The networks of genes, proteins,
metabolites interactions can be

modelled with computer-based be measured by combining tox end
tools

points, OMICs and bioinformatics

The equilibrium of a system is
perturbed by a toxic stress and can

D
e

Predictive pathway based disease information
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EVIDENCE BUILDING USING AOP’S
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Adverse outcome pathways (AOPSs) are a way to organise data from different assays
such as HCS, Omics and 3D Models to try to understand mechanisms of disease.
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Human relevant in vitro studies include HCS, HTS and Systems
Toxicology (-omic technologies) to support a TT21C approach.

These assays provide mechanistic and disease relevant based
iInformation and can be integrated with clinical studies.

Imperial Brands are currently developing, publishing and utilising
TT21C in conjunction with other approaches and technologies, as a
weight of evidence approach in the assessment of ENDS.
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