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SCCP/SCHER/SCENIHR preliminary report on the 

"Use of the Threshold of Toxicological Concern (TTC) Approach for the 
Safety Assessment of Chemical Substances" 

 

In IPM the session time is limited to 90 minutes which means that you should submit 
your reply within this time. If you exceed this timeframe, your replies would 
unfortunately be lost.  

Please find below the questions posed by the Commission and the answer given 
by the Committees. The questions and answer are extracted from the 
SCCP/SCHER/SCENIHR preliminary report. You are therefore encouraged 
to read the full text of the document available at:  
http://ec.europa.eu/health/ph_risk/committees/cons_01_en.htm

The European Commission has requested the Scientific Committees on Consumer 
Products (SCCP), Health and Environment (SCHER) and Emerging and Newly Identified 
Health Risks (SCENIHR) to critically review the COLIPA Expert Group report on the use of 
the TTC concept in the safety evaluation of cosmetic products, as well as the publicly 
available scientific literature on the concept of TTC and to answer the following two 
questions: 

 
1.  Does the SCCP/SCHER/SCENIHR consider the TTC approach appropriate for the 

human health risk assessment of chemical substances?   
 
2.  In elaborating their opinion(s), and if the available information allows it, the 

SCCP/SCHER/SCENIHR are asked to address the following: 

a) The various product categories including cosmetic products, consumer products, 
and others where a significant exposure of consumers to chemical substances is 
likely to occur in normal use situations.  

b) The distinction between intentionally added ingredients and substances present 
in a particular product as inadvertent contaminants  

c) Identification of classes of chemicals, exposure situations, toxicity end points for 
which the TTC concept may be appropriate and those for which it may not be.  

d) The quantity and type of data (exposure, toxicity, QSAR, statistics, etc) that will 
need to be available for a particular class of chemicals and/or exposure situation 
before the TTC concept can be applied in the risk assessment of chemicals.  

e) Additional research needed to strengthen the Threshold of Toxicological Concern 
approach and its usefulness for the human health risk assessment of chemical 
substances. 

 

 

 

 

Answer given by the Scientific Committees:  
 

The Threshold of Toxicological Concern (TTC) approach is a risk assessment tool that is 
at present used to evaluate safety of chemicals that occur at low levels. Currently it has 
been used for food contact materials, flavouring agents and genotoxic contaminants in 

http://ec.europa.eu/health/ph_risk/committees/cons_01_en.htm


pharmaceuticals. The approach has been suggested for a number of other application 
areas. 

The TTC concept is based on the principle of establishing a generic human exposure 
threshold value for chemicals, below which there is a low probability of systemic adverse 
effects to human health. The concept is based on extrapolation of toxicity data from an 
available database to a chemical compound for which the chemical structure is known, 
but no or limited toxicity data is available. From a scientific point of view, in principle, the 
TTC approach is applicable to any substance be it an intentionally added ingredient or a 
substance present in a particular product as inadvertent contaminant or impurity.  

The principle of the TTC approach in itself is scientifically acceptable. However, the 
application of this principle in terms of risk assessment for safety evaluation of a 
chemical is dependent on the quality, quantity, and relevance of the underlying toxicity 
database, and a reliable estimation of the exposure to the chemical in the respective field 
of application.  

One carcinogenicity database (Cheeseman et al., 1999) containing 709 carcinogens and 
one (Munro et al., 1996) based on other toxicological endpoints containing 613 chemicals 
have been used for derivation of the TTC values. Both are exclusively based on systemic 
effects after oral exposure. Several classes of chemicals have been identified, for which 
the TTC concept can not be applied (link to list). Also for certain endpoints, like allergic 
reactions, intolerance, local effects and pharmacological effects, the approach can 
presently not be applied. Additional limitations exist with regard to extrapolation to other 
exposure routes (inhalation and dermal). Recently published preliminary data on the 
RepDose database suggest that there is some doubt about the classification system by 
Cramer and that refinements are needed.  

Appropriate exposure assessment is essential for TTC. In the case of genotoxic 
contaminants in pharmaceuticals, and food flavourings, where TTC is already in use, the 
available information has been considered adequate. Limited knowledge exists in other 
areas, e.g. for consumer products, where a large diversity of products exists and 
complex exposure scenarios have to be considered including multiple exposure routes. In 
this area, the uncertainties are higher and methodology is less developed. Significant 
exposure is likely for products that are frequently used. This may involve oral exposure 
or skin contact or exposure via inhalation by using e.g. cleaning products, cosmetics or 
toys. For many of these product categories, however, exposure data are limited or 
lacking. 

In relation to cosmetic ingredients, the current database is considered inadequate. 
Therefore, the TTC approach is at present in general not applicable for intentionally 
added or formed ingredients present in cosmetic products. The same conclusion can be 
reached for impurities in cosmetic ingredients. In the future with validated extended 
databases and more experience, the application for chemicals in cosmetics and possibly 
other consumer products could be further considered. 

Further research is needed in the development and validation of the current toxicity 
databases particularly in the areas where an insufficient number of representative 
chemicals is included. In addition, the methodology for assessing systemic exposure 
needs to be improved and appropriate data on exposure need to be generated for the 
various exposure scenarios. 

 

 

YOUR COMMENTS 

 

Do you agree with the response given by the SCCP/SCHER/SCENIHR? 

 



     Agree            Mostly agree           Mostly disagree      Disagree       Uncertain  

If you chose the option ‘mostly disagree’ or ‘disagree’, explain why: 

  

Unsatisfactory conclusion from the scientific point of view 
 Relevant information missing from the analysis of the situation 
 Other  
  

Please provide the scientific/technical evidence to improve the overall 
assessment (with complete references)  

max. 4.000 characters with spaces included (approximately 1 page) 
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References referred to in your comments should be sent as PDF-Files to the following 
mailbox: Sanco-Sc6-Secretariat@ec.europa.eu  
Please indicate the name of contributor in your email and use the following structure for 
the filenames of documents:  
Last name of first author_publication year_name of journal (short Medline name)_topic 
(optional).pdf  
Please ensure that the maximum length of filenames is 40 characters. 
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