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E4 Food Law, nutrition and labelling 
European Commission 
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Belgium 
 
Cc : Dr Noel Griffin 

 
 

4 January 2011 
 

 
Subject : Comments on Application pursuant to Article 14 of the Regulation (EC) No 
1924/2006 on a fermented milk containing Lactobacillus casei DN-114 001/ CNCM I-1518 
plus yoghurt symbiosis (Actimel®), and reduction of Clostridium difficile toxins in the gut of 
patients receiving antibiotics and reduced risk of acute diarrhoea in patients receiving 
antibiotics (Claim serial No: 0260_FR; EFSA –Q-2009-00776). 
 
 
Dear Mr. Mathoudiakis, 

 
I am writing to you as a member of Danone International Scientific Advisory Board on Health 
Benefits of Probiotics.. I hereafter wish to comment on the recently published EFSA opinion 
on question EFSA-Q-2009-00776, relating to the claim on Actimel®, and reduction of C. 
difficile toxins in the gut.  
I am involved in clinical immunology research and in teaching at the University of Montreal 
for more than 25 years and I have a long standing interest in the field of probiotics. 
 
Danone asked me to give an independent assessment of the outcome of the opinion. I 
declare no financial interest in this and have no current research sponsorship with the 
company. 
 

Please find my comments below. 

Yours sincerely, 

 

 

 

 
Guy Delespesse  MD ,PhD  
Professor of Medicine University of Montreal  Canada  
Member of Danone International Scientific Advisory Board on Health Benefits of Probiotics  
 

 



Allergy Research Laboratory Service of Clinical Immunology and Allergy  University of 

Montreal 

Page 2 

 

 

 

 

 

 

 

Object 

The purpose of the present document is to inform the panel of my personal scientific 

assessment of the claim, the scientific opinion of EFSA (EFSA journal 210; 8(11):1903 and 

the response of Danone to the latter. 

 

Concepts 

There is a worldwide rise in the incidence and severity of Clostridium difficile-associated 

diarrhea (CDAD). At risk individuals are typically over 50 years old, hospitalized, and are or 

have been recently treated with broad spectrum antibiotics1. The latter favor onset of CD AD 

by damaging or destroying the intestinal microbiota and promote local outbreaks of the 

disease by selecting resistant and more virulent strains of Clostridium difficile bacilli2. 

Dysbiosis of the intestinal microbiota is currently viewed as the major risk factor for 

CDAD1,3. The incidence of community acquired CDAD is also increasing; and it is of note that 

the disease may affect young previously healthy individuals who had no recent treatment 

with antibiotics and no contact with hospital milieu4,5. Proposed explanations for the 

community outbreaks of CDAD include the emergence of antibiotic resistant and more 

virulent strains of CD bacteria spilling out of hospital settings and leading to the development 

of community reservoirs (such as domestic animals, water, soil and foods)6. An alternative 

and complementary possibility could be the alteration the intestinal microbiota associated 

with modern style of living. The latter phenomenon which has been unequivocally 

demonstrated7  was related to the increasing prevalence of chronic inflammatory diseases, 

including allergic and autoimmune diseases as well as metabolic obesity, diabetes and 

atherosclerosis.8,9 

The mechanisms whereby the microbiota maintains the homeostsasis of the intestinal 

ecosystem (including the protection against pathogens such as Clostridium difficile) are 

extensively investigated through multidisciplinary approaches involving basic and clinical 

sciences10,11. These ongoing studies already provide evidence that selected probiotics may 

regulate the composition and the function of the intestinal microflora and therefore support 

their utilization to protect against infectious diseases such as CDAD. A large number of 

possible mechanisms accounting for the protective role of the microbiota have been 

suggested by the extrapolation of in vitro studies with human cells or in vivo experiments in 
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animals. For example, commensal bacteria may produce bacteriocins that directly inhibit the 

replication of pathogens; they may also stimulate the synthesis of IgA antibodies as well as 

the production of antimicrobial peptides by intestinal epithelial cells. Moreover, they ensure 

the anatomical and functional integrity of the epithelial cell barrier and regulate the inter -or 

para-cellular intestinal permeability by favoring synthesis of the tight junction molecules. The 

observations that L. casei DN114001, the probiotic bacteria of Actimel exerts the above 

biological activities was presented to EFSA as supportive evidence for the claim that Actimel 

helps prevent CDAD 

 

 

Evaluation of the claim and the Danone’s response to EFSA scientific opinion 

 

1.  Taken collectively, the three clinical studies  (2009a-unpublished study report , 

Hickson 200712 and  the 2009b unpublished observational study) supporting the 

claim demonstrate without any reasonable doubt that giving Actimel to high risk 

individuals significantly and markedly reduces the incidence of antibiotic-associated 

diarrhea and CDAD.  

The presented experimental approach provided a hierarchy of evidence and was 

logically organized  into a first controlled, randomized and double blind (CRDB) pilot 

study, followed by a second and larger CRDB trial with a power over 80% which in 

turn was followed by a large observational open confirmatory study.  

 

2. The weaknesses advanced by EFSA (some already mentioned and discussed in the 

original BMJ publication by Hickson et al12 do not prevent/contradict the above 

conclusion, on the contrary, as it is the case for most if not all scientific reports, they 

pave the way for future studies aiming to better understand the reported 

observations. They have been adequately addressed in the answer letter of Danone.  

 

3. For the vast majority of diseases including infectious diseases there is no clearly 

defined biological risk factor that can be easily measured to evaluate the 

protective effect of a dietary or pharmaceutical intervention. Intuitively, the presence 

of CD toxin in the feces may be perceived as a risk factor for CDAD since it is the 

marker routinely used to establish the cause of a diarrheal syndrome, especially 

associated with antibiotic intake. This toxin has also been detected in healthy 

asymptomatic individuals in the course of epidemiological studies on community 

acquired CDAD, , however the asymptomatic carriage is a very rare event. I therefore 

agree with the necessity to measure this toxin at any diarrheal episode but not at the 



Allergy Research Laboratory Service of Clinical Immunology and Allergy  University of 

Montreal 

Page 4 

end of the study , when all the participants are symptom-free and probabilities to 

detect the parameter are low and no clinically relevant anymore,  

 

4. The supportive preclinical in vivo and in vitro observations were provided by Danone 

with a view of documenting the mode of action of Actimel or the probiotic strain it 

contains, in order to substantiate the plausibility of the effect on reduction of C. 

difficile toxin in the gut. These studies are consistent with current knowledge on the 

mechanisms underlying the homeostatic role of the intestinal microbiota (see above 

section). 
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