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Effects of 10-23 deoxyr ibozyme on endothelin-1 mRNA expression in rat neonatal cardiamyocytes

PAN Xiu-Jie', L N Li*, PAN Yan-Xia"?, YUAN Wen-Jun'" (1 Department of Physiology, College of BasicM edical Sci-
ences, SecondM ilitary M edical U niversity, Shanghai 200433, China, 2 Department of Physiology and Pathophysiology, Fu-
jian M edical U niversity, Fuzhou 350004, China)
[ABSTRACT] Objective To design and select 10-23 deoxyribozyme cleaving ET-1mRNA in vitro, and to detect ET-1mR-
NA expression in cultured neonatal rat cardiomyocytes after 10-23 deoxyribozyme transfection M ethods Five 10-23 deoxyri-
bozymes (DZ1DZ5) with 2 phogphorothioate groups at 5" and 3' end w ere designed and synthesized Full-sequence ET-1
RNA w as transcripted and FAM -labeled 10-23 deoxyribozymew as used to select cleavable 10-23 deoxyribozyme in vitro and
to detect intracellular uptake The content of ET-1mRNA wasmeasured by sani-quantitative RT-PCR after 10-23 deoxyri-
bozymew as transfected into cultured neonatal rat cardiomyocytes Results A Il ET-1 10-23 deoxyribozymes, excludingDZ1,
cleft ET-1 RNA substrates efficeintly during the 1st h and D Z4, w ith largest free energy difference of 2 hybridizing domains,
cleft the substratesmost efficiently, whileDZ3, with low est free energy difference, cleft the substrates least efficiently. At
24 h after transfection, DZ4w as seen intracellularly. DZ4 decreased the content of ET-1mRNA , the cell viability, the con-
tent of total protein and protein synthesis rate of serum-induced hypertrophic cardiomyocytes 24 h after transfection Conclu-
sion: The 10-23 deoxyribozyme designed in this study can cleave full-length ET -1 substrates efficiently, w hich decrease the
ocontent of ET-1 mRNA and inhibit cardiomyocyte hypertrophy induced by serun after transfection The free energy differ-
ence of 2 hybridizing domainsof 10-23 deoxyribozymesplays an important role in cleavage
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