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Comparative stu dy of Hunt ington' s disease 
using biochemical, 
immunocytochemical and molecular genetic 
met hods on the mouse, minip ig and 
human t issues and cells 

Huntington's disease (HD) is a falal progressive 
neurodegenerative disorder that is inheritedin n 
autosomal dominant manner and is caused by a 
polymorphic trinucleotide CAG repeat expansion in exon 
1 of huntingtin gene (HTT) . The findings from animal 
model stud ies have helped to elucidate important 
pathways that are disrupted in HD and have pro Ided 
important Insights into the pathogenesis of this disease. 
However, an exact mechanism, how mutant HTI induces 
selective neurodegeneration, still rema ins to be 
elucidated . The grant prop sa l IS based on comparative 
studies of tissues (mainly from brain ), somatic ce lls (skin 
fibrob lasts) and germ cells (spermatozoa) isolated Irom 
mice (R6/2) and minipigs transgen ic for N-terminal part 
of human mutated HTI (TgHD) as well as HD patients . 
The unique biological material will be examined by a 
complex set of biochemical, immunocytochemical and 
molecular genetic methods in cooperation of fo ur 
laboratories: Institution of Animal Physiology and 
Genetics AS CR, First Faculty of Medicine- Charles 
University in Prague, Deparment of Molecular Medicine
Oslo University Hospital, Department of Med ica l 
Blochemistry- University of Oslo.CAG instability will be 
studied in DNA from tissues of R6/2 mice, F2 and F3 
generations of TgHD min iplgs. 

Programme operator : Ministry of Educat ion, Youth and Sports of Czech Republic 
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The complex methodological approach to mitochondrial 
functions and Golgi complex proteins will be applied to R6/2 
mouse and minipig (F2 generation) brain Lissues and to 
mouse, minipig and human cells . Mutant HTI aggregation 
process will be investigated on mouse and minipig (F2 
generation) brain tissues and FO and Fl generation minipig 
ells. 

'The Programme 
enables collaboration, 
discussion, and 

PROJECT PARTNERS: exchanges of students 
and scientists. It 

UiO : University of Oslo reinfor es methodology 
and science of 01/ 
partners. Common 

°US!O 't H 't I meetings help to focus 
mversl y OSpl a ,/I bl' h our e)Jort to pu IS 

high quality papers. " 
CONTACT: 
Institute of Animal 
Physiology and Genetics 
Rumburska 89 
277 21 Libechov, 
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email: \lzfg@iapg.cas .cz 

http://www.iapg.cas.cz/ JanMotllk.chief investigator 
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