
Ludwig-Maximilians-University
Munich
Department of Pediatrics
Joseph Rosenecker MD, 
Coordinator

Fondazione Centro San 
Raffaele del Monte Tabor
Institute for Experimental 
Treatment of Cystic Fibrosis
Massimo Conese MD, PhD

University of Rome „La 
Sapienza“
Dipartimento di Biologia
Cellulare e dello Sviluppo
Fiorentina Ascenzioni PhD

OZ Biosciences S.A.R.L.
Parc Scientifique et 
Technologique de 
Marseille-Luminy
Olivier Zelphati PhD

Faculty of Medicine
Imperial College 
London
Gene Therapy Research 
Group
Charles Coutelle MD

Technical University 
Munich
Department of 
Experimental Oncology
Christian Plank PhD

Erasmus Medical Centre
Cell Biology Department
Bob J. Scholte PhD

MCS
Micro Carrier Systems 
GmbH Neuss
Hans Schreier PhD

Istituto Giannina
Gaslini
Laboratorio di Genetica
Molecolare
Olga Zegarra-Moran PhD

Comenius University
Department of Nuclear Physics 
and Biophysics
Peter Babinec PhD

Fraunhofer Patent 
Center
Munich
Lena Grimm PhD

Improved Precision of Nucleic Acid
Based Therapy of Cystic Fibrosis

www.improvedprecision.com

Coordinator:
Joseph Rosenecker MD

Ludwig-Maximilians-University Munich

Department of Pediatrics

Joseph.Rosenecker@med.uni-muenchen.de

www.improvedprecision.com

Project:
The epithelial sodium channel (ENaC) is assumed to play a 
major role in the pathogenesis of chronic lung disease in 
cystic fibrosis patients. Its natural regulation by the cystic
fibrosis transmembrane conductance regulator (CFTR) 
appears to be compromised based on the impaired function
of CFTR. The missing downregulation of the channel results
in increased absorption of sodium ions and fluid across
airway epithelia leading to the depletion of the perciliary
liquid layer and to the depression of mucus clearance.

This project presents a new approach to the gene therapy of 
cystic fibrosis by downregulating ENaC using RNA 
interference. The LMU Munich as coordinator and 10 
Partners from 6 european countries are working as a 
consortium on this project, which is funded by the European 
Commission for 3 years. 

Workpackages:

1 Selection and synthesis of siRNA sequences and siRNA
expressing minichromosomes

2 In vitro siRNA application using synthetic carrier systems in 
cell culture models

3 Lentivirus-mediated siRNA knock down of ENaC in various
cell lines and CF human respiratory epithelial cells

4 Analysis of electrophysiologic effects of ENaC
downregulation in vitro

5 Aerosol application of siRNA constructs

6 Suppression of ENaC during fetal and postnatal life as a 
novel strategy for gene therapy

7 In vivo application of siRNA constructs using therapeutic
mouse models

This project is funded by the European Commission under 
the 6th Framework Programme with 3.5 million Euro. 


