
WORKFLOW FOR EVALUATING SAFETY OF FOOD INGREDIENTS
Petitions for food ingredient safety evaluation to the US Food and Drug Administration (FDA) Center for Food Safety and Applied Nutrition (CFSAN) 

do not require animal testing. A general workflow for food ingredient safety testing is provided below.

1. REVIEW EXISTING SAFETY INFORMATION.

Similar ingredients may have similar toxicity profiles, and existing data can be used as follows to support read-across to similar ingredients:
• Identify and provide the case for ingredient similarity with other generally recognized as safe (GRAS) ingredients based on physicochemical properties. 
• Available human studies provide the strongest evidence for safe consumption, but animal and in vitro data can also be used. Search for a history of safe consumption of similar ingredients in the following sources:

 Published literature (existing human, animal, or in vitro studies)
 Other GRAS notices1 and toxicology studies therein
 Decisions from other regulatory agencies (e.g. the European Food Safety Authority2 and the Joint FAO/WHO Expert Committee on Food Additives3)

2. DEVELOP A NON-ANIMAL TESTING STRATEGY.

Prior to conducting any new testing, develop a non-animal testing strategy following guidelines established by the Organisation for Economic Co-operation and Development (OECD),4 the International 
Organization for Standardization (ISO),5 and the International Life Sciences Institute.6,7,8  

• In silico approaches can be used for the following: 
 Digestibility and allergenicity: BLAST9 and AllergenOnline10 searches 
 Absorption, distribution, metabolism, and excretion (ADME): GastroPlus11

 Genotoxicity, carcinogenicity, and developmental and reproductive toxicity: quantitative structure-activity relationship (QSAR) models12,13 
• In vitro methods can be used for the following:

 Digestibility: dynamic gastrointestinal model14,15 
  Genotoxicity: bacterial reverse mutation test (OECD 471),16 chromosomal aberration test (OECD 473),17 mammalian cell gene mutation tests using the Hprt and xprt genes (OECD 476),18 

mammalian cell gene mutation tests using the thymidine kinase gene (OECD 490),19 and micronucleus test (OECD 487)20 

3. SCHEDULE A PRE-SUBMISSION MEETING WITH THE FDA.

The FDA recommends arranging a pre-submission consultation prior to conducting any new testing to discuss alternative testing plans.21 This meeting is your opportunity to show the agency the  
value of your scientifically sound, non-animal testing approach to self-affirming ingredient safety. Be sure to include your team’s scientific experts in this meeting so they can support and explain  
the scientific rationale.

4. PERFORM NON-ANIMAL TESTING BASED ON THE OUTCOME OF THE FDA PRE-SUBMISSION MEETING. 

Ensure the FDA specifies all testing requirements in writing. If no product-related health claims are made, animal testing is not required.

If you have any questions or require additional information, contact PETA Science Consortium International e.V. at AndrewN@thepsci.eu.
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