BKXF-109

HEPRARBMAEX(PHARMREENAE)ARARBEE

Wk 2 54 6 H 1 HEUE

HEES: 16101
MEiEE  SKEMEBEFHE
FFZSHEART - 2011~2012
FEES 23659054
MARESL (F1X) BZEBEXERAEO-OOHFRTEHFHBRORMRE
MERERL (EX) Development of a novel approach toward nucleic acids-based
therapeutics
MERERE
mJIl  B2EE (MINAKAWA NORIAKI)
EERE - REEANILANS T YA T RHARE - %%
MEEES: 40209820

TR FEOE (Fn30) : AR TIIEWX 7 LT — Bkt e A TV X 4B —2 a VEER A
THHLWEREZFZAEL, ZNERATIAL VU TREOTZT v MEER OO L L
THRESE 2L 2HME LT, SITNRA TV o N L-F A E SR LI A, BT
LZHEEALTWDZERH LN E ST, ENZEHWT Ul snRNA @ U 7 )b— NEEZ G4 L
7o& A 2F-4-F4 RNA PR L7 MEREZ R L, UL RE R LTz, KB ZERT D
72912 head-to-head A4V S DA RRIEE KF LTz,

IR OE (3530) : In this work, we aimed to prepare novel chemically modified RNA
molecules possessing nuclease resistance and hybridization ability. In addition, we
expected that these molecules exhibit editing ability of splicing abnormality. As a result,
the resulting hybrid type of 4’-thionucleic acids showed preferable properties concerning of
nuclease resistance and hybridization ability. Among the hybrid type of 4’-thionucleic acids
developed, 2’-F-2-thioRNA showed Uli activity arising from recruitment of Ul snRNA on
pree-mRNA. Toward the end goal, we investigated the preparation of head-to-head

oligonucleotides.
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Scheme 1. a) HCI, MeOH; b) TsCl, py; c) Ac,0; d) KSAc, DMF; e) NaOMe, MeOH; f)
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Scheme 2. a) TBSCI, imidazole, DMAP, DMF; b) m-CPBA, CH,Cl,, -50 °C; c) uracil,
TMSOTY, Et;N, CH,Cl,-toluene
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