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murine neonatal cardiomyocytes
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2 'HS��RI�'HSDUWPHQW�RI�+HDOWK�6FLHQFH��8QLYHUVLW\�RI�0ROLVH��������&DPSREDVVR��,WDO\
3 'HS��RI�([SHULPHQWDO�0HGLFLQH��´/D�6DSLHQ]Dµ�8QLYHUVLW\�RI�5RPH��������5RPH��,WDO\

+HDUW� UDWH� LV� ÀQHO\� UHJXODWHG� E\� WKH� V\PSDWKHWLF� QHUYRXV� V\VWHP� WKURXJK� EHWD�
DGUHQRUHFHSWRUV��շ$5V��VLJQDOLQJ��շ�$5V�VWLPXODWLRQ�LQGXFHV�F$03�F*03�V\QWKHVLV�
ZKHUHDV�SKRVSKRGLHVWHUDVHV� �3'(��FDWDO\]H� WKH�K\GURO\VLV�RI� WKH�F\FOLF�QXFOHRWLGHV��
KRZHYHU� WKHLU�SUHFLVH� LQWHUDFWLRQ� LV�QRW�ZHOO�GHÀQHG� ��������7KH�H[SHULPHQWDO�PRGHO�
XVHG�WR� LQYHVWLJDWH� WKH�UROH�RI�3'(�� LQKLELWLRQ�RQ�WKH�KHDUW� IXQFWLRQ�DUH� WKH�VSRQWD�
QHRXVO\�EHDWLQJ�FDUGLDF�P\RF\WHV�IURP�QHRQDWDO�PLFH��3UHOLPLQDU\�H[SHULPHQWV�ZHUH�
performed to determine whether neonatal cardiomyocyte cultures show the same 
3'(V�H[SUHVVLRQ�SDWWHUQ�RI�DGXOW�PLFH�KHDUWV��:H�DQDO\]HG�WKURXJK�57�3&5�DQG�:%�
H[SHULPHQWV�WKH�P51$�DQG�SURWHLQ�OHYHOV�RI�3'(�&��3'(���3'(�$��3'(��DQG�3'(��
and we observed that are expressed both in hearts and in cultured neonatal cardio�
myocytes. These data suggest that the cardiomyocyte is a suitable model to investi�
JDWH�WKH�3'(V�UROH�LQ�FDUGLDF�IXQFWLRQ��

([SHULPHQWV�SHUIRUPHG� WR�HYDOXDWH� WKH� FRQWUDFWLRQ� UDWH� VWLPXODWHG�E\�շ�$5�VLJ�
QDOLQJ� DFWLYDWLRQ� VKRZ�� WKDW� 3'(�� LV� D� SRVLWLYH� PRGXODWRU� WKURXJK� K\GURO\VLV� RI�
F*03��DQG�WKH�LQKLELWLRQ�RI�3'(��FDXVHV�D�SRVLWLYH�FKURQRWURSLF�HͿHFWV�UHGXFWLRQ�E\�
WKH� 3'(�� DFWLYDWLRQ� WKURXJK� WKH� LQFUHDVH� RI� F*03� OHYHO��1RWDEO\�� WKH� XVH� RI� 3'(��
NQRFNRXW�PLFH�UHYHUWV�WKH�QHJDWLYH�FKURQRWURSLF�HͿHFWV�REWDLQHG�E\�3'(��LQKLELWLRQ�

)LQDOO\�� ZH� REVHUYHG� WKDW� 3'(�� VHOHFWLYHO\� LPSDFWV� KHDUW� UDWH� LQWHUIHULQJ� ZLWK�
շ2$5�VLJQDOLQJ� LQ�QHRQDWDO�FDUGLDF�P\RF\WHV��ZLWK� OLWWOH�RU�QR�HͿHFW�RQ�շ1AR signal�
LQJ�� 7KHVH�GDWD� VKRZ�D�QRYHO� UROH� RI� 3'(��RQ� WKH� V\PSDWKHWLF� UHJXODWLRQ�RI� FDUGL�
DF�EHDWLQJ�DQG�KLJKOLJKW� WKH�PHFKDQLFLVWLF�SDWKZD\V�RI� WKH� ORQJ�WHUP�HͿHFW�RI�3'(��
inhibition in cardiac hypertrophy.
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