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A FRAMEWORK FOR NGRA

1. Background
The International Cooperation on Cosmetics Regulation (ICCR) is an international group of regulators and
scientists that work together to promote regulatory alignment. There are 5 member regulators: Brazil,
Canada, Japan, USA and the EU. As NGRA is a relatively novel approach to cosmetic risk assessments, the
ICCR created a taskforce to outline the principles (Fig.1) for incorporation of new approach methodologies into
a human safety risk assessment.

While the use of animal data is not prohibited globally, animal testing is increasingly prohibited for cosmetics
across the world, such as in the EU, India and Australia. Consumers are also becoming more conscious of
buying products that have been tested on animals. The advancements being made in the development of new
approach methodologies mean that we can work to support a cosmetic in market without the use of animal
data. There is currently no universal approach to conducting an NGRA. The framework below, adapted from
the output of the SEURAT-1 project (Berggren, 2017), is an example of an ab initio approach to NGRA.
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A safety decision can be made by exiting the framework at any tier with sufficient
information. If at Tier 2 there are remaining uncertainties these can be explored
further or mitigated using approaches such as human clinical studies or risk
management measures in market.
The different tools focus on unique areas of biological activity but all contribute
towards a consumer safety decision that reflects the main overriding principles of
NGRA outlined by the ICCR.
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Exit: if exposure-based waiving 
or read across is appropriate 

Exit: if internal TTC appropriate or if a robust 
safety decision can be made from the 
calculated points of departure

EXPOSURE BASED TOOLS
Skin penetration and PBK 

modelling of parent 
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metabolites.
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HAZARD IDENTIFICATION & BIOACTIVITY 
REFINEMENT IN VITRO SCREENING ASSAYS:

Transcriptomics – BioSpyder
Cell Stress Response - Cyprotex

Reporter assays – ToxTracker, Safety Screen44

Biomarker assays - DiscoverX

Data Mining
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Mechanism 
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Bioactivity vs 
Exposure plots

Fig.1 The 9 principles of NGRA as outlined by the ICCR (Dent et al., 2018)
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