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Supplementary reaction scheme S1. 
 

Following reaction scheme 1, the plan was to make a general scaffold (5) where various 

substitutions could be introduced using reaction (iv). This reaction scheme proved to be useful for 

the introduction of N-substituted aliphatic sidechains, albeit with low yields due to degradation of 

the scaffold (due to the cumulative negative effect of base and high temperature). Unfortunately, 
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nucleophilic substitution did not work out for the less nucleophilic anilines. Different base 

catalysts substituting for potassium carbonate like DIPEA and DMAP were also tried combined 

with heating but to no avail. 

Initially proposed plan for the synthesis of alkylated compounds: - 

 
Supplementary reaction scheme S1. Reagents and conditions: (i) Acetone, DMP, PTSA, RT, 

overnight, rt; (ii) (a) CSI, HCOOH, 0 °C, 15 min; (b) ACN, 4-6h, rt; (c) DMA, overnight, rt; (iii) 

DBU, Boc-Ile-Osu, DMF, overnight, rt; (iv) K2CO3, R-NH2, DMF, 80 °C, overnight; (v) 

TFA/H2O (1:1 v/v), 3 hours, RT. 
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C6 purine derivatives - intermediate & final compounds - NMR & MS 

 2, 3’-isopropylidene 6-chloropurine riboside (2) 
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2’,3’-isopropylidene-N6-(methyl)-adenosine (3a) 
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2’,3’-isopropylidene-N6-(octyl)-adenosine (3b)  
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2’,3’-isopropylidene-N6-(dodeceyl)-adenosine (3c)
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 2’,3’-isopropylidene-N6-(octadecyl)-adenosine (3d) 
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2’,3’-isopropylidene-N6-(phenyl)-adenosine (3e) 
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2’, 3’-isopropylidene-5’-O-sulfamoyl-6-chloropurine riboside (3f) 
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2’,3’-isopropylidene-5’-O-sulfamoyl-N6-methyl-adenosine (4a)
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2’,3’-isopropylidene-5’-O-sulfamoyl-N6-octyl-adenosine (4b) 
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2’,3’-isopropylidene-5’-O-sulfamoyl-N6-dodecyl-adenosine (4c)
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2’,3’-isopropylidene-5’-O-sulfamoyl-N6-octadecyl-adenosine (4d) 
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2’,3’-isopropylidene-5’-O-sulfamoyl-N6-phenyl-adenosine (4e) 
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2’, 3’-isopropylidene-5’-O-sulfamoyl-6-O-methyl-purine riboside (4f) 
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2’,3’-isopropylidene-5’-O-(N-(Nα-Boc-L-isoleucyl))-sulfamoyl-N6-

methyl-adenosine (5a) 
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2’,3’-isopropylidene-5’-O-(N-(Nα-Boc-L-isoleucyl))-sulfamoyl-

N6-octyl-adenosine (5b) 
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2’,3’-isopropylidene-5’-O-(N-(Nα-Boc-L-isoleucyl))-sulfamoyl-

N6-dodecyl-adenosine (5c) 
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2’,3’-isopropylidene-5’-O-(N-(Nα-Boc-L-isoleucyl))-sulfamoyl-N6-

octadecyl-adenosine (5d) 
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2’,3’-isopropylidene-5’-O-(N-(Nα-Boc-L-isoleucyl))-

sulfamoyl-N6-phenyl-adenosine (5e) 
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5’-O-(N-L-isoleucyl)-sulfamoyl-N6-methyl-adenosine (6a) 
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5’-O-(N-L-isoleucyl)-sulfamoyl-N6-octyl-adenosine (6b) 
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5’-O-(N-L-isoleucyl)-sulfamoyl-N6-dodecyl-adenosine (6c) 
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5’-O-(N-L-isoleucyl)-sulfamoyl-N6-octadecyl-adenosine (6d) 
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5’-O-(N-L-isoleucyl)-sulfamoyl-N6-phenyl-adenosine (6e) 
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5’-O-(N-L-isoleucyl)-sulfamoyl-6-O-methyl-purine riboside (6f) 
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Prodrugs intermediate & final compounds - NMR & MS  
 

2',3'-di-O-TBDMS 5'-O-[N-(N-Boc)leucyl]sulfamoyl 

adenosine (11) 
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2',3'-di-O-TBDMS-5'-O-(N-leucyl)sulfamoyl adenosine (12)  
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2',3'-di-O-TBDMS-5'-O-[Nα-(p-nitrobenzyloxycarbonyl)leucyl]sulfamoyl 

adenosine (13) 
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5'-O-[Nα-(p-nitrobenzyloxycarbonyl)leucyl]sulfamoyl adenosine (14) 
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p-acetoxybenzyoxycarbonylchloride (16) 
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2',3'-di-O-TBDMS-5'-O-[Nα-(p-acetoxybenzyloxycarbonyl)leucyl] 

sulfamoyl adenosine (17) 
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5'-O-[Nα-(p-acetyloxybenzyloxycarbonyl)leucyl]sulfamoyl adenosine (18). 
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