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Table S1 Ligand binding free energy for topotecan and FL118 in Top1/DNA complex (PDB code

1K4T) (kcal/mol)
Top five scored Ligand binding free energy
Compound
conformation of 1K4T (kcal/mol)
1 -10.85
2 -10.01
Topotecan
3 -9.71
4 -9.64
5 -9.59
1 -9.57
2 -9.34
FL118 3 -9.17
4 -9.14
5 -8.51
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Scheme S1 Synthesis of glycosyl donors. Reagents and conditions: (a) pyridine/Ac;,0, r.t., 12 h; (b) benzylamine,

THF, r.t. 12h.
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Scheme S2 Synthesis of compounds 9-11. Reagents and conditions: (d) p-TsOH, toluene, reflux, 12h.
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HRMS of compound 10a



DAMS-DATA\20170915-W-7S1_170915104158 9/15/2017 10:42:33 AM W-7S1

20170915-W-7S1_170015104158 #40-41 RT: 0.36-0.37 AV: 2 NL: 3.88E7
T: FTMS + p ESI Full ms [100.00-1000.00]
823.2196
C3gH3ag O1g N2 = 8232192
100 0.4270 ppm
J |
95 _ |
90—
85
80~ |
75 ]
70_ |
85 |

I 826.2253
\
\

Relative Abundance
(4]
o

845.2000

3 749.7272 7652107 776.3738 796.7960 817.3075 | ‘ 842.1899 || 877.4018 888.3069
740 760 780 800 820 840 860 880
miz

HRMS of compound 11a




D:\MS-DATA\20170915-W-7S3_170915104158

9/15/2017 10:45:28 AM W-753

20170915-W-753_170915104158 #2 RT: 0.01 AV: 1 NL: 522E7

T: FTMS + p ESI Full ms [100.00-1000.00]

100
95']
90
85
80 |
5=
705
65~

60 |

551

50 :1

45 -

40-

354

30

254

20 |

15|

10

Relative Abundance

318.2995
5 1530540 230247 ‘
i |

L 362.?255

765.2142
CarHa7 016 N2 = 765.2138
0.6195 ppm
|

787.1940
|

493.1223
ST

0 i Ty

100 200 300

400

593.1561 654.3294 721.3550 it
R e Bl

500 600 700 800

m/z

HRMS of compound 9b

910.5712 994.4533
{EERA| T bfi

900 1000




D:AMS-DATAV20170915-W-752_170915104158 9/15/2017 10:44:44 AM W-752

20170915-W-752_170915104158 #78-79 RT: 0.67-067 AV: 2 NL: 6.28E7
T: FTMS + p ESI Full ms [100.00-1000.00]
765.2138
Ca7H37 015 N2 = 765.2138

100 | -0.0039 ppm

95 \

85 ‘
80

7571
70
65|
60
55—
507 ‘
45
40
35
30-1 “
25

20 ‘

770.2228
|

Relative Abundance

15

105

787.1939

5 “
o 5310920 654.3298 705.1905 721.3558 737.2168 ‘..‘ I 823.2166 866.3323 910.5697

FeT et

620 640 660 680 700 720 740 760 780 800 820 840 860 880 900
m/z

y

HRMS of compound 11b

Method: MeOH, flow rate = 1 mL/min, Agilent Eclipse Plus-C18 4.6*250 mm, 5 pm,

temp 25 deg, wavelength 254 nm.
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No. Peak Name Retention Time Area Height Relative Area Relative Height Amount
min mALU*min mAl % % na.

1 4273 0.452 1.684 0.30 0.44 n.a.
2 5.637 150.931 378.270 99.70 99.56 n.a.
Total: 151.383 379.953 100.00 100.00

Fig. S1 HPLC analysis of compound 11b

Compound 11b: Ret time: 5.637 min, Purity 99.56%.




