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Two recent report&t2 on the synthesis of the inter- 

nncleotide phospbodlester bond by the reaction of uridine-3*- 

phosphate with the 2,5’-anhydro nueleoside, 2’ ,3*-l sopropy- 

lidene-02,5t-cyclouridlne has prompted us to report a synthe- 

sis of the 3’-5’ internucleotlde bond by the a&ion of a 

nucleoside-5’-phosphate anion on a 2,3’-anhydro nucleoside, 

in reasonable yields. 

Our procedure is illustrated by the synthesis of 

thymidyl adenosine (III, R = Ii). 5f_P-Trityl-2,3t-~ydra- 

thymidtie’ (I, R = trltyl) was rerloxed with 1.5 equivalents 

of tri-n-bntyl ammonium St-adenylate (11) 1x1 dimethyl 

formamide for 13 hours. Removal of solvent, followed by 

preparative paper chromatography 1 Whatman 3 MM paper, sol- 

vent: n-butanol-acetic acid-water (4:11S)] yielded a major 

product (Rf, 0.541, which on detritylation with W$ acetic 

acid gaV8 a homogeneous product that analysed correctly for 

thymidyl adenosine. This product yielded thymIne and 
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adenlne l.n equivalent amounts when hydrolysed with formic 

acid and thymiaine ana aclenosine-5'-phosphate on hydrolysis 

with snake venom diesterase. The yield of thymiayl adeno- 

sine was 44$. 
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