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 ƍĆįȱźioHƔɋāȐɒǐmƉǅlãɧ¤�¹��¡nüƿǒĔŦƫnɒǐQzqHŻclãɧ RNA j\hHÍŊãɧ

ðŉ RNA nĔŦƫɒǐ�ȑfcI 
 ƔɋāȐo�¾�� ȚĝšyH¤�¹�¾�ȃšnėÀ�ǓŰ\HÿĸãɧSŽ[~cÍŊƔɋ�ǅN}YjSıNIƼm

ǲɈ 2´Ömãɧ�Ɖ^}¤�¹��¡oHǀĨ FDA mz|ūȧ[~hN}ƔɋāȐmxòǅ[~hQ|HÜǅßäSɪNIY

nãɧ¤�¹��¡nğɤƶj\hHanĔŦmÕOɪNȖɀ�� SűX{~}IǧɮǦioHanğɤ�țƩ^}ŨƢj\

hH°��º©º¾�±� ·¾�ǅNhüƿǒm 2´Öãɧ¤�¹��¡nĔŦÅɓÙ�ĔŦ^}Ũƫnɒǐ�ȑfcIƍǗ

ǥioHĔŦÅɓÙnOeH3´,5´ƨɋĪ� TIPDS Īiáȵ\c�·�»ĭĪɈmł^}HÊǔǳčŠ�ǅNc��¸Īnńè

čŠnüƿÿƕȞ�ȑfcIYnÊǔǳčŠoHǔɔǠýȜĳ�òǅ\cǊɠiɂȑ^}čŠiM|HÙǤmł^}ǊɠnɠǤ

SčŠüƿmŘɡ^}IanƶmQNhH°��º©º¾�±� ·¾oHǷNƭȺìičŠ�ȑOcwHüƿǒmčŠSɂȑ

^}YjSƊŚiT}I[{mHƍǗǥiočŠüƿnƅl}ėÀ�ǓŰ\HıĵȹǵƎ�ńè\c°��º©º¾���²�

ƘǮ\HanƉüš�Ȣß\cIıĵȹǵƎj\hHƥȻǒèŨSĿƃl HPLC �¾¡�¶²�ǅNcIanǻƒHHPLC �¾

¡�¶²�ńè\lN°��º©º¾���²ioH60%ǡŒnĎƿSŝ{~}ƏÓÁmQNhHHPLC �¾¡�¶²�ńè^

}YjiHĎƿS 20%ǡŒėÀ^}YjS�RfcItcHĵřQzqȓɠãɧSǍl} HPLC �¾¡�¶²�ǅNcSHk

n HPLC �¾¡�¶²mQNhx¿ƙmčŠüƿSėÀ^}YjSǚȧ[~cIYnčŠoHȾōĭĪɈnáȵĪmǅN{~}

¬»��¸ĪdWilVH��ª�·¸ĪlknÏnɋĭÿƻmgNhxĕƙmɆǅđȇdj�RfcIgUmHƍ°��º©

º¾���²SHɑƄɓȽƯ�^}ÉiHĲɎĔŦmɆǅđȇRkOR�ȮscIanǻƒHɑƄɓȽƯ\cɚmoHȽƯǅn

¯»«mRR}ħùSɪVl|HƉƛǔnȽƯSĺļ\lNYjS�RfcIƍƕȞmQNh¬»��¸ÿčŠ�¿ƄɓǡŒȽ

Ư\H70%nąɜĎƿiǓǒƻ�ŝ}YjmŦú\cSHY~ÒÀnɑƄɓȽƯmoHƅl}ȕǿnŷȊSŞȗdj�RfcI 
 ǧɯǦioǃÙìi�«¶��»�n÷ǃŦƻj\hǃ]}¶·��  RNA n�¢º�iM}Hðŉ RNA �ĔŦ\HƔɋā

Ȑj\hnŠǅ�ǓŰ\Ǘǥ�ȑfcI¶·��  RNA oȾōHǃÙìiȈðŉɊǵiM} Dbr1 mzfhȿyRmûƨðț

[~}SHɄĉm Dbr1 nǐǀ�ɕľ\c³�¸°��mQNhH¶·��  RNA SǷȅȹÅmȏǤ^}YjiHǩȍǾšå

ǶǙÿǎ (ALS) nƤš�»§�ȹiM} TDP-43 nƤšS×ƲiT}YjSīě[~cIaYiƍǗǥioHãɧðŉ RNA �

ĔŦ\HDbr1 nɕľöj\hòǅ^}YjiH¶·��  RNA �ǷȅȹÅmȏǤ[`HALS nƪǏƫj\hòǅiT}nio

lNRjȁPHǗǥ�QYlfcIƍǗǥioHŜƐn®�®����¸ǻĔ�Î\hðŉ\hN}ɈÖ�®�®º�±�¾ 

ǻĔmǿŵ\cÍŊãɧðŉ RNA:2´N-bRNA Qzq 5´N-bRNA ����»\cI2´N-bRNA nĔŦmQNhoHáȵĪnǹu

Ĕ�`SǍl}Êgn³¦°¾µ£� �ĔŦ\cIa~b~n RNA ĔŦƛrnɆǅđȇš�ǚȧ\cjY�H2´�±¦Īm

ɞĴÞÃšnáȵĪiM} MMTr Ī�Ɖ^}³¦°¾µ£�  A oHRNA ĔŦƏÓÁmQNhĺļlðĴìǂƽÿĔƻ�ŗŦ

\HRNA ĔŦmɆǅ^}YjSɝ\NYjS�RfcI¿ż 2´�±¦Ī�ɞĴĚŔšnáȵĪiM} Fmoc Ī�ǅNháȵ\

c³¦°¾µ£�  B mQNhoHðĴìǂƽÿĔƻ�ĕƙmŗŦ^}xnnHanǃŦȿŒoɃVHRNA ĔŦSđȇdj�

RfcIaYi³¦°¾µ£�  B �ǅNh 2´N-bRNA �ĔŦ\HDbr1 mł^}ɕľȇ�Ȣß\cIanǻƒH2´N-bRNA oH

Dbr1 nĪȹjl}xnnH®�®����¸ǻĔ�Î\hðŉ\c bRNA mƥshûƨðțȿŒoɟōmɃVHDbr1 nɕľö

j\hòǅiT}YjS�RfcItcHƍĽɩǳmQNhăɕľƵŒo 40 nM ǡŒiM}YjS�RfcIƞmŻcl®�

®º�±�¾ ǻĔ�Î\hðŉ\cãɧðŉ RNA j\hHðŉɈÖ 2´ÖR{¿ĭĪÁƭn��¦�» 5´Ö��±¦Īmǿŵ

\c 5´N-bRNA nĔŦ�ȑfcI5´N-bRNA nĔŦncwmHðŉɈÖj\hH2´ƨɋĪm®�®º�±�� µ£� �Ɖ^

}³¦°¾µ£� QzqH5´ƨɋĪ��±¦Īmǿŵ\c��¦�»®�®º�±�� µ£� �ĔŦ\HRNA ĔŦƛm

h 5´N-bRNA nĔŦnĔŦ�ȣucIanǻƒH5´N-bRNA nĔŦoȑPcxnnHanĺļšo 2´N-bRNA mƥs×VHĔŦ

śnə��»Ëŵ HPLC inǱȖÅQzqH-30 °C ÅiáķÅmHðŉɈÖn®�®º�±�¾ ǻĔSûƨðț[~}YjS

�R|HDbr1 mł^}šȹȢß�ȑOYjoĢɝiM}YjS�RfcI 
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