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Onderwerp Goedkeuring van een klinische proef op 30/04/2013 
Titre de l’objet Approbation d’un essai clinique le 30/04/2013 
Subject Authorisation of a clinical trial dated 30/04/2013 

 
 
 A Phase 2b, Double-Blind, Placebo-Controlled, Multinational, Multicenter, 

Randomized Study Evaluating the Safety and Efficacy of Intracoronary 
Administration of MYDICAR® (AAV1/SERCA2a) in Subjects with Heart Failure 
 

 EudraCT: 2012-001700-37 
 
 
Chère Madame, Cher Monsieur, 

Conformément à l’article 12 de la Loi du 7 mai 
2004 relative aux expérimentations sur la 
personne humaine, j’ai décidé d’autoriser l’essai 
clinique ci-dessus mentionné. 

Cependant, un suivi doit être apporté aux points 
mentionnés en annexe. 

Salutations sincères, 

Pour la Vice-Première Ministre et Ministre des 
Affaires sociales et de la Santé publique 

Geachte Mevrouw, Geachte Heer, 

In overeenstemming met artikel 12 van de wet 
van 7 mei 2004 inzake experimenten op de 
menselijke persoon, heb ik besloten de 
hierboven vermelde proef goed te keuren. 

Niettemin moet er gevolg gegeven worden aan 
de opmerkingen vermeld in bijlage. 

Met de meeste hoogachting, 

Voor de Vice-Eerste Minister en Minister van 
Sociale Zaken en Volksgezondheid 

 
 
 
 
 

Dr. Greet Musch 
 

Unofficial translation 
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In accordance with article 12 of the Law of 7 May 2004 concerning experiments on the human person, I have decided to authorise the 

above mentioned clinical trial. However, the points as mentioned in annex are to be followed up. 

 

Annex 

QUALITY 
 

An adequate answer has been presented to the grounds for non-acceptance arising from the quality 
assessment of the investigational medicinal product. Therefore, we have no objections against the start 
of the Clinical Trial.   

However, the sponsor is recommended to take into consideration the following recommendation given in 
annex during further development of the product. It may be readdressed at the time of assessment of 
future applications related to this investigational medicinal product.       

Similar to other non-integrating viruses, it was demonstrated that recombinant AAV are present as 
circular episomes (monomers and high-molecular weight concatemers) and assimilate into a chromatin-
like structure where nucleosomes are regularly assembled along the viral genome in a pattern similar to 
cellular chromatin. This chromatinization may contribute to the stability of rAAV DNA in quiescent tissues, 
but could also lead to epigenetic-mediated modulation of transgene expression. Therefore, although the 
CMV-promoter DNA is not subject to silencing by cytosine methylation in this case, histone modifications 
(i.e. by methylation and/or deacethylation) can be involved in this regulation and became an issue in the 
long term. The applicant is advised to take into account this possible scenario that may trigger loss of 
efficacy in the long term follow up, assuming that the rAAV DNA is kept stable in the post-mitotic cells 
during the follow up of efficacy.    

 






