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	Marseille, 29 May 2008



PRESS RELEASE
3rd international congress of myology
Marseille – 26 to 30 May 2008
Highlights
Wednesday 28 May
Progeria : setting up a clinical protocol.
On Wednesday afternoon Nicolas Lévy (Inserm, Marseille) announced the setting up of a clinical protocol concerning a rare disease of accelerated ageing, progeria. 

This trial, which should involve 25 children in Europe, will allow researchers to test the effectiveness of the combination of two existing molecules in order to slow down the progression of this incurable disease which leads to death before the age of 15 years. Since the Marseille team identified the gene in 2003, five years have been sufficient for the researchers to understand the physiopathological mechanisms of the disease (accumulation of a toxic protein in the cell), to identify a therapeutic lead which aims to diminish or suppress the toxic effect and to carry out preclinical tests in the mouse.
Progeria is a laminopathy, caused by a defect of the LMNA gene coding the lamins A/C. Since the discovery of the involvement of this LMNA gene in Emery-Dreyfus muscular dystrophy in 1999, more than 10 hereditary diseases affecting different tissues have been identified as directly or indirectly linked to lamins A/C dysfunction – a form of peripheral neuropathy (Charcot-Marie-Tooth disease type 2B1), a form of limb-girdle myopathy (LGMD 1B), a form of familial partial lipodystrophy, a form of mandibulo-acral dysplasia, premature ageing diseases (progeria, Hutchinson-Gifford syndrome), and – recently – new syndromes: heart-hand syndrome of Slovenian type and an atypical form of Werner syndrome.
Myozyme® and adult Pompe disease – encouraging results to be confirmed

Within the framework of the Genzyme symposium organised on the Wednesday evening of the Myology 2008 congress, Pascal Laforêt (Institute of Myology, Paris) presented for the first time/in preview the results of an international trial on the treatment of adult Pompe disease with Myozyme®. This drug – developed by the biotechnology company Genzyme – is a human recombinant enzyme (alpha alglucosidase) capable of replacing the acid alpha-glucosidase (AAG) enzyme, deficient in persons affected by Pompe disease. 

This phase II/III multicentric international control vs placebo therapeutic trial evaluated the effectiveness of an 18-month treatment on 90 patients with a moderate form of adult Pompe disease. On the whole, preliminary results show that Myozyme® stabilised disease progression. The two main criteria of evaluation – distance walked over 6 minutes and vital capacity – were significantly increased in the Myozyme®-treated group. However, there was no significant difference between Myozyme® and placebo for the other evaluation criteria. Only moderate side-effects were observed in both groups, except for an allergic reaction in 3 Myozyme®-treated patients, who had to abandon the trial. To decide on the true effectiveness of Myozyme® on adult Pompe disease, Pascal Laforêt emphasised that we must wait to see if the condition of the placebo group patients improves over the next six months, when they take the Myozyme® treatment.


Nanoparticles – a new mode of administration fro exon skipping (Alessandra Ferlini)

Nanoparticles can become useful vectors for administering antisense oligonucleotides, those molecules that allow the erroneous parts of the dystrophin gene that cause Duchenne muscular dystrophy to be “skipped.” Alessandra Ferlini’s team (University of Ferrare, Italy) has shown that particles of polymethyl methacrylate – a biocompatible material of about 400 nanometres in diameter (400 millionths of a millimetre) – can be adsorbed by a very small dose of oligonucleotides. When administered to mouse models of Duchenne disease, they are capable of transporting the treatment directly to the heart and skeletal muscle cells and partially restore dystrophin production – even 60 days after injection in the case of the skeletal muscles. On the other hand, the same injected dose of naked oligonucleotides had no effect. The scientists are at present working to make these new vectors even more effective.

Thursday 29 May
Spinal amyotrophy (SMA): spinal cord within reach of the gene
One of the limits of gene therapy for spinal amyotrophy (SMA) lies in the difficulty in transporting the therapeutic gene as far as the motoneurons of the spinal cord. In fact, the central nervous system (brain and spinal cord) is separated from the blood circulation by the haemato-encephalic barrier, which is very difficult to cross. Martine Barkats and her team (Institute of Myology) have shown – for the first time in cat models – that an AAV (adeno-associated virus) vector is capable of passing from the blood circulation to the spinal cord. These encouraging results should be confirmed by more extensive studies.
Programme for Friday 30 May: 

· Start of the 5th International Rehabilitation Conference in Neuromuscular Diseases with a common day with Myology 2008, devoted to evaluation of the neuromuscular patient. 
· A morning on the theme “Therapeutics based on knowledge of genes” with, particularly on the question of gene surgery, contributions from H. Lee SWEENEY, George DICKSON, Judith VAN DEUTEKOM, Luis GARCIA and Daniel SCHUMPERLI.
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