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Participants 

AFSSA Delegation: 

Chantal Arar 
Unité d’Evaluation des Risques 
Biologiques AFSSA 

Louis Aime Aumaitre  
Membre du CES Biotechnologie de 
l’AFSSA 

Joël Guillemain 
Membre du CES Biotechnologie de 
l’AFSSA 

EFSA GMO Panel and 
ad hoc experts: 

Harry Kuiper, Gijs Kleter, Ilona Kryspin-Sorensen, Willem Seinen, 
Christer Andersson, Gerhard Flachowsky, Annette Poeting, Jean 
Michel Wal. 

EFSA GMO Unit: 
Anna Christodoulidou, Andrea Germini, Yi Liu, Claudia Paoletti, 
Elisabeth Waigmann.  

 

1. Welcome 

 

EFSA welcomed the French delegation. 

The Chair of the GMO Panel, Harry Kuiper, specified that the discussion should focus only 
on the toxicological approach and the need for 90-day oral rodent toxicity studies in the risk 
assessment of GM plants and derived food/feed.  Detailed comments provided by AFSSA on 
this and other issues (AFSSA’s letter dated 1 October 2008) will be considered in the frame 
of discussions on the draft updated guidance document on genetically modified (GM) plants1.  

                                                      

1
 http://www.efsa.europa.eu/EFSA/efsa_locale-1178620753812_1211902010430.htm 
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2. Tour de table 

 

Participants introduced themselves during a tour de table. 

 

3. Presentation of AFSSA 

 

The AFSSA delegation presented AFSSA’s opinion on the relevance of toxicity studies used 
in the risk assessment of GM plants and AFSSA’s comments on the draft updated guidance 
document related to the toxicological assessment. Within this context, comparison of EFSA’s 
and AFSSA’s approaches, and AFSSA’s view on toxicological assessment of newly 
expressed proteins and the whole food/feed, were presented. The presentation and 
discussion focused on the following proposals of  AFSSA: 
 

 The 90-day rodent feeding study should be requested as a sentinel study in the case 
of new genetic modification event. But is not mandatory in case of stacked GMO 
(Depending on some conditions) and renewal authorization. 

 

 In order to assess the safety of newly expressed proteins there is no need to request 
additional toxicological testing besides acute toxicity and other methods (in vitro, 
bioinformatics). A 28 day study is not a key issue. 

 

 The safety assessment of GM plants should focus on the whole GM food/feed, 
including the newly expressed proteins, since it is the product that will be consumed 
by humans/animals. Substantial equivalence is necessary but not sufficient to 
conclude on the safety of the product  It does not take into account the possible 
modifications due to herbicide application in case of GMO tolerant  to herbicide such 
as glyphosate or glufosinate    

 The 90-day rodent toxicity study with the whole product is the only study which could 
assess potential toxicity due to the possible occurrence of unintended effects. 
Regarding the toxicological studies in rodents: 

 
-The repeated-dose toxicity study with the whole food/feed allows improving the 
accuracy of safety assessment reports. 
-Testing of the whole GMO food/feed is crucial to obtain the necessary information 
about any adverse unintended effect.  
-The AFSSA proposal is a scientifically-sound compromise between the EFSA draft 
guidance and the approach described by dr. Knudsen and co-workers  in the frame of 
the SAFOTEST project.  

 
The presentation is attached as an Annex. 
 
 

4. Presentation of AFSSA 

 
The discussion was structured according to the bullet points of the presentation of AFSSA. 
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AFSSA noted that acute toxicity testing and in vitro and in silico methods would be sufficient 
to assess the safety of the newly expressed proteins and that no 28-days testing would be 
necessary. However it is the view of the EFSA GMO Panel that a case by case approach 
should be applied. In the case of proteins with a history of safe use for food consumption, 
specific toxicity testing may not be required. Unless reliable information is provided which 
demonstrates the safety of the newly expressed protein, the safety assessment of proteins 
with no history of safe use (for consumption as food) should include repeated-dose testing 
and not rely on acute toxicity testing. The latter test is primarily used for screening of acute 
toxic effects of chemical compounds, and is of   little value for the assessment of potential 
adverse effects due to regular consumption of foods containing these proteins.  
Both EFSA and AFSSA noted that the evidence for equivalence between the analogue and 
the plant-expressed version of the transgenic protein is an important part of the safety 
assessment.  Since the protein tested in the feeding study may differ from the one expressed 
in the plant due to the effects of its heterologous expression (e.g in E. coli) and of effects of 
the food matrix, AFSSA’s point of view is that the whole food/feed should be tested. 
 
 
There was agreement that chemical compositional analysis performed during the 
comparative assessment is necessary but not sufficient for the risk assessment.   EFSA’s 
Panel considers that the comparative analytical approach is currently the most appropriate 
approach to identify expected alterations and having good chance to identify also 
unexpected effects. Toxicological testing of whole GM food/feed should be considered if 
there are any indications or remaining uncertainties for the potential occurrence of 
unintended effects based on the preceding molecular, agronomical, phenotypic and/or 
compositional analysis. The need for whole-food testing should thus be decided on a case-
by-case basis. AFSSA pointed out, though, that a limited number of compounds are 
analysed on the basis of OECD documents, especially for maize. It was believed that 
compositional alterations could go unnoticed as many compounds are not measured. EFSA 
noted that already at present a large number of compounds are analysed for each GMO and 
presented in the dossiers, but the number may be changed as an update of the 
internationally recognized OECD consensus documents has been initiated. EFSA considers 
that the comparative compositional analysis should be comprehensive, but that undetected 
alterations cannot be excluded entirely. However one should take all the available 
information ( e.g. from the molecular characterization, phenotypic and compositional 
analysis) into account when considering whether an unintended effect is likely or not.  
 
AFSSA considers the value and potency of a 90-day feeding trial as a "sentinel" study to 
detect adverse effects due to possible unintended alterations that would have gone 
unnoticed in the comparative analysis of GM versus conventional crops.  EFSA noticed that 
the 90-day study has its limitations in sensitivity. EFSA noted that performance of a 90-day 
study in rodents can be used for reassurance of the performed risk assessment. In addition, 
it should be performed, as stated above, in case of extensive alterations in the composition 
of the GM food/feed or in case of indications for the occurrence of unintended effects based 
on evaluation of molecular, biochemical, compositional, and phenotypic and agronomical 
aspects. The limited sensitivity and specificity of the study prevents it from being used as the 
main test in the safety assessment. Thus a case-by-case approach is recommended.  
 
In the frame of the SAFOTEST EU project, Knudsen and co-workers performed an animal 
experiment with GM foods having a special design. The approach taken, i.e. spiking the GM 
test diet with a compound which is intentionally expressed at higher levels in the GM food, 
has some value, according to the GMO Panel, but   should not  be considered as generally 
applicable.  
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In conclusion there is no disagreement that a subchronic 90-day rodent feeding study on 
whole plant or derived food and feed is of sufficient specificity, sensitivity and predictivity to 
detect in a comparative manner toxicologically relevant differences as well as nutritional 
deficiencies/improvements. In addition, there is no disagreement that the chemical analytical 
information on natural plant constituents obtained in the extensive comparative compositional 
analysis is important. EFSA considers the approach as described in the EFSA Guidance 
Document appropriate and toxicological testing with the whole GM food should be 
considered on a case by case basis.   AFSSA considers the sensitivity and specificity of the 
testing with the whole GM food sufficient to detect potential adverse effects due to 
unintended effects and therefore crucial for the risk assessment of new genetic modification 
events. 
 
As a suggestion for investigating new approaches regarding the identification of unintended 
effects in GMO derived food/feed, EFSA would suggest more resources to be made 
available for the development of profiling methodologies. 
 

5. Comment 

 
The discussion was very constructive based on valuable argumentation. Also due to time 
restrictions, future dialogue may be needed for final conclusions. 
 
 
 
 
 
 
ANNEX: presentation of AFSSA 


