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The best animal model to accelerate the comprehension of our genome and of human diseases
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With 15 centers distributed over France, CELPHEDIA has developed| >cdsrbusdcentes used in the study of human pathologies
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An unique access to 3 big families of model organisms to chose the best model | 1 @ otherrodents

3 @ Non human primates

to answer the questions of modern biology.

Mouse models and Rare Diseases

CELPHEDIA, a combination of expertise and skills

: : Rare Disease Foundation and PHENOMIN have launched
A remarkable palette of expertise, skills and . . .
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Design and production of genetically modified models, humanized mouse  Costello syndrome: mouse model HRAS G12S reproduces most of the
models, human pathology models, immunodeficient mice and rats : phenotypic characteristics observed in patients
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o targeted mutagenesis : Knock-out (KO), PR
conditional KO, Knock-in (Kl), conditional |||||||
mutations, deletion, duplication

o pronuclear injection, ES cells microinjection

o genome editing nucleases : CRISPR/Cas9

300 cases
worldwide
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RTHa genetic disease: mutations in the THRA gene coding the thyroid hormone
receptor TRa1 generating various phenotypes

Generation of genetically modified mice at
helix 12 of the receptor by CRISPR/Cas9

human & mouse wt THRA
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Bethlem myopathy : an incurable human collagen VI-related disease
The zebrafish line reproduces a human mutation within an essential splice donor site
of col6al gene using TALE nucleases, provoking an in-frame skipping of exon 14.
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« Progressive disorganization of the muscle
« Co-dominantly inherited abnormal myofibers
« Enlarged sarcoplasmic reticulum

human mutations in C-term :

) i E403X NHRKHNIPHFWPKLLMKVTDLRMIGACHASRFLHMKVECPTELFPPLFLE
« Altered mitochondria " o E403K NHRKHNIPHFWPKLLMKVTDLRMIGACHASRFLHMKVECPTELFPPLFLKVFEDQEV
Tylki-Szymanska, A., et al. 2015, J Med Genet, F397fs406X NHRKHNIPHFWPKLLMKVTDLRMIGACHASRFLHMKVECPTELFPPTLPRGL

« Misaligned sarcomeres
« Development of fibrosis (* on C & F) o
. Hypoxia-response behavior (Iocomotion tests) F. Flamant's team, UMS3444/US8 SFR BioSciences, Lyon
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Involvement in European and international projects
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