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[ Abstract ] Objective To investigate the effect of 5-AZA-2-dC on Angiotensin I (Ang II )-induced
cardiomyocyte hypertrophy. Methods Cultured cells derived from neonatal heart of rat were divided
into 5 groups: normal control, hypertrophic group, 5-AZA-2’-dC treatment group, and 5-AZA-2’-
dC pretreatment group. Neonatal rat cardiomyocyte hypertrophic response was assayed by the size of
cardiomyocytes and atrial natriuretic polypeptide (ANP) expressive level. The level of sarcoplasmic
reticulum Ca®” ATPase (SERCA2a), total calmodulin kinase II (CaMK I ) and phospho-CaMK I
(p-CaMK I ) detected by Western blot. The intracellular calcium changes of cardiomyocytes were
imaged by confocal fluorescent microscopy. Results Cells treated with Ang Il at 10 mol/L for 48 h
were chosen as hypertrophic cardiomyocyte model. The mRNA expression and protein level of ANP were
significantly decreased in the treatment and pretreatment groups compared with hypertrophic group. The

protein level of SERCA2a was significantly decreased in the hypertrophic group, and increased in the
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treatment and pretreatment group compared with hypertrophic group. The protein level of SERCA2a was

significantly decreased in the hypertrophic group, and increased in the treatment and pretreatment group

compared with hypertrophic group, whereas phospho-CaMK I showed an opposite change tendency. The

time required for increasing and declining to half of the intracellular calcium peak value were both delayed

in hypertrophic group, as the treatment and pretreatment groups showed shorter time required compared

with hypertrophic group. Conclusion 5-AZA-2’-dC could inhibit Ang Il -induced cardiomyocyte

hypertrophy which might be related to regulate SERCA2a expression. Increased SERCA2a expression

may maintain the calcium homeostasis through shortening the time of transfer Ca®* from the cytosol of the

cell to the lumen of the sarcoplasmic reticulum.

[ Key words ] Cardiomyocyte hypertrophy; Methylation inhibitor; 5-AZA-2’-dC; Angiotensin

I ; Sarcoplasmic reticulum Ca™" ATPase
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wmol/L ¥k 14k, 37 CIFHE 30 min, 37 CHFE
FURRIE, IMAREFRIL, SO A AT
DA 44 O 00 e ] S AR A L, DA 1 (BT
FUE(H— LI TR R ) |t (CFREREIGE—
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Fig 2 Immunofluorescence of cardiomyocytes and surface area analysis
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