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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: -

Cl Cl %
(o) N BN
N N N N I </ | N
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HO  OH o. o 0 0
1 >< 2 >< 3

Supplementary reaction scheme S1. Reagents and conditions: (i) Acetone, DMP, PTSA, RT,
overnight, rt; (ii) (@) CSI, HCOOH, 0 °C, 15 min; (b) ACN, 4-6h, rt; (c) DMA, overnight, rt; (iii)
DBU, Boc-lle-Osu, DMF, overnight, rt; (iv) Ko.COz, R-NH2, DMF, 80 °C, overnight; (v)
TFA/H20 (1:1 v/v), 3 hours, RT.



C6 purine derivatives - intermediate & final compounds - NMR & MS
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ExactMass: 326.0782 3 3°_jsopropylidene 6-chloropurine riboside (2)
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43467 accurate mass ESt
MAS 06 01-Mar-2017
100 137.0828
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Exact Mass: 321.1437 > 20_j i i
2°,3’-isopropylidene-N6-(methyl)-adenosine (3a)
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43803 accurate mass ES+
MAS 018[1] 28-Mar-2017
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2°,3’-isopropylidene-N6-(octyl)-adenosine (3b)

Exact Mass: 419.2533
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MAS 018[2]
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352.1652

2°,3’-isopropylidene-N6-(dodeceyl)-adenosine (3c)
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Exact Mass: 475.3159
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49234 accurate mass ES+
MN 3C 14-Mar-2019
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Exact Mass: 559.4098 2°,3’-isopropylidene-N6-(octadecyl)-adenosine (3d)
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ExactMass: 383.1594 7 3°_jsopropylidene-N6-(phenyl)-adenosine (3¢)
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43802 accurate mass ES+
MAS 018[3] 28-Mar-2017
100 130.1583
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ExactMass: 405.0510 5 3>_jsopropylidene-5’-O-sulfamoyl-6-chloropurine riboside (3f)
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Exact Mass: 400.1165

2’,3’-isopropylidene-5’-O-sulfamoyl-N6-methyl-adenosine (4a)
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43869 accurate mass ES+
MN MET SO2 03-Apr-2017
100 401.1236
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Exact Mass: 498.2261 2’,3’-isopropylidene-5°-O-sulfamoyl-N6-octyl-adenosine (4b)
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43868 accurate mass ES+
MN OCT S0O2 03-Apr-2017
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NH(CHj)11CH3
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Exact Mass: 554.2887 2°,3’-isopropylidene-5’-O-sulfamoyl-N6-dodecyl-adenosine (4c)
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Exact Mass: 638.3826 2°,3’-isopropylidene-5’-O-sulfamoyl-N6-octadecyl-adenosine (4d)
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43963 accurate mass ES+
MAS 23B 10-Apr-2017
100 £39.36898
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Exact Mass: 462.1322 2°,3’-isopropylidene-5’-O-sulfamoyl-N6-phenyl-adenosine (4e)
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ExactMass: 4011005 2, 3°-jsopropylidene-5’-O-sulfamoyl-6-O-methyl-purine riboside (4f)

MAS-27-MEO-600 in CDC13 K]
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S L s 2°,3’-isopropylidene-5’-O-(N-(Na-Boc-L-isoleucyl))-sulfamoyl-N6-
methyl-adenosine (5a)

43865 accurate mass ES-
MAS 20[ME] 03-Apr-2017
100 612.2462
309.1131
ES
613.2489
614.2479
310.1157
3111106 6102309 674.2620
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NH(CH,);CHg3
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Exact Mass: 711.3625

N6-octyl-adenosine (5b)
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NH(CH2)11CH3

Exact Mass: 767.4251 2”,3’-isopropylidene-5’-O-(N-(Na-Boc-L-isoleucyl))-sulfamoyl-
N6-dodecyl-adenosine (5c)

43995 accurate mass ES-
MAS [C12] 13-Apr-2017
100 309.1152
®
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283.2664
on-1148 766.4161
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NH(CH,)47,CH3
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Exact Mass: 851.5190

octadecyl-adenosine (5d)

2°,3’-isopropylidene-5’-O-(N-(Na-Boc-L-isoleucyl))-sulfamoyl-N6-

43994 accurate mass E
MAS [C18] 13-Apr-20
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Exact Mass: 675.2686
sulfamoyl-N6-phenyl-adenosine (5e)

2°,3’-isopropylidene-5’-O-(N-(Na-Boc-L-isoleucyl))-

43864 accurate mass ES-
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[(EX] 92z

5°-0-(N-L-isoleucyl)-sulfamoyl-N8-methyl-adenosine (6a)

NHCH3

Exact Mass: 473.1693
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44019 accurate mass ES-
MAS METF 14-Apr-2017
100 116.0252
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Exact Mass: 473.1693
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Exact Mass: 571.2788 5’-0-(N-L-isoleucyl)-sulfamoyl-N6-octyl-adenosine (6b)
MAS-octhylamine-HPLC-600 in MeOD ?
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MAS-octhylamine-HPLC-600 in MeOD
13C spectrum
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NH(CH3)41CHs

NH, o}
HO  OH
Exact Mass: 627.3414 5’-O-(N-L-isoleucyl)-sulfamoyl-N6-dodecyl-adenosine (6c¢)
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NH(CH;){7CH3

</N ‘\N

N
HO  ©OH
Exact Mass: 711.4353 5’-0O-(N-L-isoleucyl)-sulfamoyl-N6-octadecyl-adenosine (6d)
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5°-0-(N-L-isoleucyl)-sulfamoyl-Né-phenyl-adenosine (6€)

Exact Mass: 535.1849
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44046
MAS 21[3FLC]

accurate mass

ES-
21-Apr-2017
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1 o N
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Exact Mass: 535.1849
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Exact Mass: 474.1533 5’-0-(N-L-isoleucyl)-sulfamoyl-6-O-methyl-purine riboside (6f)
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44169
MAS 31[OME]
100+ 123.9367
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Prodrugs intermediate & final compounds - NMR & MS
O
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TBDMSO  OTBDMS 2’ 3'di-O-TBDMS 5'-0-[N-(N-Boc)leucyl]sulfamoyl
adenosine (11)

¥YX-19 ®
o
) © ©o ONTOO TS OTNO - o =173 MOk NOTo -
< = § 0o L R - L] DI oYY owmlp =<2 T
© ~ 0w StEFIFI SIS FEOG 0 ] rre S8opE ss? <
- . | I
«©
- ©
-«
I ~
N T S T
I | W W— A S ATV U .
©
- @ ; o © ~ @ @ @o |, oW o el -
o 3 & = o S & “g c|S o= |
S o - - = S ml e A wled e
T T T T T T T
10 8 6 4 2 0 [ppm]
¥X-19 B
-
-
0 Towow © 0
o ~orkao © o N XN © 2 9OoVgTIO NORDND DR —1oe
© gwuaa 9 © TS MEs % xhavxqaanreacnacena g B©©
~ it
~ LT ] = Sd K¥ © 2 FSONSSOS owwtaar~ ™ w6
- oo = - ©D MRk © BETTIOOOONNNNNNTE o 94
o~
-
o
-
[~ o«
©
-
’ N
" U] - A . — \l“ |t
Wiy w u s Ay . W ol e Ll i S
T

‘ . ‘ . ‘ . . ‘ ‘ . .
200 150 100 50 0 [ppm]

32



45820 accurate mass
YX 19 COLUMN
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‘OTBDMS

TBDMSO

2',3'-di-O-TBDMS-5'-O-[Na-(p-nitrobenzyloxycarbonyl)leucyl]sulfamoyl

NO,

adenosine (13)
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45861 accurate mass ES-
YX 21 23-Nov-2017
100 865.3431
866.3447
2
751.2559
867.3447
851.3622
849.3491 1017.4739
554.2618 752.2505
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NO, 5'-O-[No-(p-nitrobenzyloxycarbonyl)leucyl]sulfamoyl adenosine (14)
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MN-NBP-final
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o Cl

AcO p-acetoxybenzyoxycarbonylchloride (16)
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HN=S. o
/
NH O

o,

TBDMSO  OTBDMS

OAc
sulfamoyl adenosine (17)

accurate mass

2',3'-di-O-TBDMS-5'-O-[N“-(p-acetoxybenzyloxycarbonyl)leucyl]
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5'-O-[Na-(p-acetyloxybenzyloxycarbonyl)leucyl]sulfamoyl adenosine (18).

OAc
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m/z

46697A accurate mass ES+
MN 281 16-Mar-2018
1004 652.2043
o
0 ¢
] N—ﬁ—o/\@/
HN ] /
0)\0 HO OH
K‘©\0Ac
Exact Mass: 651.1959
&
653.2075
556.1451 654.2062
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