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Intreduction Mutatiens m the gene CAPNI are responsible for calpamopathy or hmb-
girdie muscular dystrophy type 24 (LGMD2A) one of the most frequent forms of
LGMD The gene CAPN3I codes for calpan-3 (or CAPN1), a muscle-specific calcium-
dependent protease functionally reaulated via ils autolylic actwity  Most af the pabenis
show differences in CAPM3I abundance i muscle samples as compared fo conlrol
muscles. by mmunoblot analysis Interestingly. a smaller group of patienls with nomal
profein abundance presenis abnaormal CAPNI autalybc funchon

We ntend to complement the malecular studies already carmed oul on small group of
Poriuguese LGMDZ2A patents in order to establish genolype/phenatype correlalions
Materials and melhads. Muscle biopsy samples ol 9 LGMD2A patients diagnosed in
pur laboralory were subjected fo protein analysis and funclional lesis by weslemn
bloting and densitomelry analyses Additionally, gens expression sludies weare
performed using real-ime quantitative PCR

Resulls and discussion The autolylic CAPN3 biochemical test was used in lhe paken!s
ihat presented “nommal’ CAPN3 abundance in muscle bropsies (3 out of ) The dala
obtained suggesied thal two of these patenis had lost CAPNI autolytic activity
Although. only one mutated allele had been found in one of these 2 pabenis aftar
molecular genelic testing. this biochemical test was important in providing a differential
diagnosis of LGMD2A in these palienls

Real-lime aquanfitative PCR was done in arder to quanbfy differences in the expression
level of the CAPNI gene between palents samples and conlrols  Interastingly, no
reduction of CAPNI expression was observed in the samples lested {= 5) Addiionally,
two of them présentad an overaxpressien of CAPNI gene as compared 1o canlrals
Once again, in these 2 patients only ane mutated allele had been detected In these
cases, lhe dala suggests that the diagnosis of calpaimopalhy may be excluded in these
2 patents
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